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nearly identical to mother’s milk’ in nutritional breadth and balance 


A new infant formula 


Enfamil 


Infant formula 


Five years of research and 41,000 patient days 
of clinical trials demonstrate the excellent per- 
formance of Enfamil. This new infant formula 
satisfies babies and they thrive on it. Digestive 
upsets are few and stool patterns are normal. 
Enfamil produces good weight gains. In a 
well-controlled institutional study? covering 
the crucial first 8 weeks of life, Enfamil pro- 
duced average weight gains of 11.3 ounces 


every 2 weeks during the course of the study. 
Enfamil is nearly identical to mother’s milk! 
¢ in caloric distribution of protein, fat and car- 
bohydrate® in vitamin content (vitamin D added 
in accordance with NRC recommendations) 
e in osmolar load ¢ in ratio of unsaturated to 
saturated fatty acids © in absence of measura- 
ble curd tension for enhanced digestibility 


1. The Composition of Milks, Publication 254, National Academy of Sciences and National Research Council, Revised 1953. 
2. Brown, G.W.; Tuholski, J.M.; Sauer, L.W.; Minsk, L.D., and Rosenstern, I.: J. Pediat. 56:391 (Mar.) 1960. 


Mead Johnson 
Laboratories 


Symbol of service in medicine 
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Chronic Renal Failure 
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Its Effect on Calcium, Phosphorus and Osseous Metabolism; 


A Unified Approach 


CHARLES R. KLEEMAN, M.D., and 
DONALD BERNSTEIN, M.D., Los Angeles 


CHRONIC RENAL DISEASE, accompanied by progres- 
sive destruction of nephron mass and azotemia, 
frequently causes hypocalcemia, hyperphosphatemia 
and osseous disorders. The latter, referred to as 
renal osteodystrophy, consist of retardation of 
growth and dwarfism, osteitis fibrosa, rickets or 
osteomalacia, or rarely osteosclerosis. Stanbury and 
coworkers recently classified these disorders and 
described their symptomatology in excellent re- 
views.® 1° Physicians who care for large numbers of 
children or adults with chronic renal failure are 
impressed by the lack of correlation between the 
levels of calcium and inorganic phosphorus in the 
serum and between these biochemical changes and 
the osseous pathologic changes. Similarly, therapy 
directed toward a correction of these abnormalities 
—alkali administration, high calcium diets and 
phosphate-binding in the gastrointestinal tract with 
aluminum hydroxide gels—has frequently been un- 
successful. 


It is hoped that the following scheme will con- 
tribute to a better understanding of the deranged 
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@ The renal osteodystrophies represent the 
metabolic consequences of (1) vitamin D resist- 
ance, (2) secondary hyperplasia of the parathy- 
roids, and (3) the changes in serum PO and 
Ca++ secondary to the renal insufficiency per se. 
The osseous lesion in any given patient with 
chronic renal failure may be osteitis fibrosa, 
rickets (osteomalacia), calcium deficiency osteo- 
porosis or any combination of these. The con- 
centration of Ca++ and PO; in the serum is 
determined by the degree of renal failure and 
the skeletal response to parathyroid hormone. 


calcium, phosphorus and osseous metabolism in 
chronic renal failure and to its therapy. The scheme 
is based on the following observations.* 

1. The parathyroid glands are stimulated by a 
reduction in the level of free calcium ion (Ca++) 
in the body fluids (and questionably a rise in serum 
phosphorus per se). 

2. Parathyroid hormone regulates the level of 
Cat+ in the body fluids by (a) enhancing the lib- 
eration of skeletal calcium, (b) increasing the renal 
clearance of phosphorus, and (c) decreasing the 
renal clearance of Ca++*,1:7-12 

3. For any given level of parathyroid activity, 
a rise in the concentration of inorganic phosphorus 


*References have been included for those observations derived from 
recent investigations. It is reasonable to consider these as still tentative. 
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CHART 1. CALCIUM AND PHOSPHORUS METABOLISM IN 
CHRONIC RENAL FAILURE 


Chronic renal disease 
with reduced renal mass 
and glomerular filtration 


Resistance to vitamin D Rise in PO4 in body fluids 


impairs absorption Impairs action 
of Cat + of parathyroid 
(secondarily PO4) hormone (PTH) 
from the gastrointestinal tract on bone 


Impairs action of "=" my, 
vitamin D on bone — — 
= 
= 
= ee t 
Sm Lower Catt in 


body fluids 


Rickets or 
osteomalacia 


Low Cat+ intake 

causes true Cat + 

deficiency Hyperplasia of parathyroid 
glands and secondary 
hyperparathyroidism 


1 
3 
| 
3 


Increased 
renal 
clearance 
of POF 
within limit 
imposed by 
renal failure 


Hid ©} esuodsas 
JDyajay4s 400d }| 


Characteristic low Osteitis fibrosa Less bone disease 
excretion of Cat+ with return of but lower serum 
or lower renal excre- serum Catt toward Cat+ for any 
tion of Cat++ for any normal (? on rare given elevation 
given filtered load occasions to hyper- of serum PO}. 

of Catt, calcemic levels). 


The final bone lesion may be osteitis fibrosa, rickets (osteomalacia), calcium deficiency osteoporosis, or any com- 
bination of these. This scheme does not explain the rare case of osteosclerosis (increased density of bone) seen in 
chronic renal disease. 
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in the body fluids causes a decrease in the concen- 
tration of Ca++, This results from a shift of Ca++ 
into the skeleton and the establishment of a new 
dynamic equilibrium with a higher serum PO; and 
lower Ca++ concentration. 


4. Vitamin D deficiency or resistance to this vita- 
min impairs the action of parathyroid hormone on 
the skeleton?:*:8—that is, in the absence of an effect 
of vitamin D on the skeleton, greater than normal 
amounts of parathyroid hormone are necessary to 
maintain the Ca++ concentration in body fluids. 

5. Vitamin D deficiency causes secondary hyper- 
plasia of the parathyroid glands, 

6. Pronounced resistance to vitamin D exists in 
patients with chronic renal failure.*:*-1° 


7. Secondary hyperplasia of the parathyroid 
glands accompanies chronic renal failure. 

Chronic renal disease, at some stage in its devel- 
opment (the duration is unknown), causes an in- 
creased resistance to the action of vitamin D on the 
gastrointestinal tract and the skeleton.*®!° Stan- 
bury®?° and Dent* have amply demonstrated this 
‘resistance, but the exact cause of it is unknown. 
When this occurs, there is impaired absorption of 
calcium (and secondarily of phosphorus) from the 
gastrointestinal tract, the development of rachitic 
or osteomalacic demineralization, and defective 
activity of parathyroid hormone on the skeleton. 
This sequence of events, particularly the latter, can, 
lead to a fall in Ca++ in body fluids before there is 
a significant rise in the concentration of POz. How- 
ever, when the degree of renal impairment is great 
enough (usually to 25 per cent of normal®) to cause 
a rise in the concentration of PO;, this will con- 
tribute significantly to the fall in serum Cat+, A 
decrease in the concentration of Ca++ will cause the 
characteristic secondary hyperplasia of the para- 
thyroid glands, If the skeleton can respond to the 
sustained increase in the level of circulating para- 
thyroid hormone, normal levels of Ca++ in the body 
fluids may be achieved, but at the expense of the 
development of varying degrees of osteitis fibrosa. 
A poor osseous response to parathyroid hormone 
would be associated with less bone disease but more 
pronounced hypocalcemia for any given elevation 
of serum PO. Stanbury said that in patients with 
severe hypocalcemia (5 mg. per 100 cc. or less) 
radiographic evidence of hyperparathyroidism was 
definitely less than in patients with more normal 
levels of serum calcium.® 

In the kidneys, unlike the skeleton, there is no 
evidence that the response to parathyroid hormone 
is impaired by vitamin D deficiency or resistance. 
The response is limited, however, by the degree of 
renal impairment or reduction in functioning neph- 
rons. Nevertheless, under the influence of the 
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a a A: 


CALCIFEROL mg/day 


10 
12 


7 
80 


+ SERUM TOTAL CO, 


SERUM UREA 


m-mole / litre mg/100 ml 


19 
15 
0 
0.2 
0.4 
0.6 
08 
10 


SERUM INORG. P 


SERUM CALCIUM 


122 20 2 % 4 52 6 6&8 776 


DAYS 


Chart 2.—The effect of calciferol on calcium and phos- 
phorus balance and the concentration of calcium and in- 
organic phosphorus in the serum. Intake is recorded from 
the zero line down, output from the intake line up. Black 
area represents fecal output and grey area represents 
urinary output. Note that despite the strongly positive bal- 
ance of calcium, serum calcium did not rise. The positive 
balance of phosphorus was accompanied by a progressive 
increase in serum phosphorus. (From Stanbury,® with per- 
mission of the author.) 


increased circulating level of parathyroid hormone, 
the residual renal tubules would reabsorb a greater 
amount of the filtered calcium?’ ? and a lesser 
amount of the filtered phosphorus. This is the pat- 
tern characteristically observed as chronic renal 
disease progresses. 

The scheme presented in Chart 1 allows the for- 
mulation of a reasonable approach to therapy. Ob- 
viously, if the course of the chronic renal disease 
can be slowed or reversed, this should be attempted. 
Frequently this is not possible. Vitamin D resistance 
and its metabolic consequences must be treated by 
adequate doses of vitamin D or dihydrotachysterol. 
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This may require 1 to 10 mg. (40,000 to 400,000 
units) of active sterol. An adequate (1 gm.) but not 
excessive intake of calcium should be prescribed. 
If the concentration of phosphate in the serum is 
elevated before sterol therapy or, as frequently oc- 
curs, it rises decidedly during therapy (Chart 2), 
dietary restriction of phosphorus or the adminis- 
tration of aluminum hydroxide gels is indicated. 
An increasing serum PO; can definitely prevent a 
rise in the calcium concentration of the serum, de- 
spite a good objective and subjective skeletal 
response to vitamin D (Chart 2). Phosphorus re- 
striction per se may, by decreasing the concentra- 
tion of serum PO}, cause a rise in the concentration 
of Ca++, However, Stanbury and Dent® emphasized 
that the elevation of serum PO; does not in itself 
cause the osteodystrophy, and Dent* noted that the 
phosphorus deficiency that may follow the adminis- 
tration of aluminum hydroxide gel may cause a 
worsening of the osseous disorder. Therefore, phos- 
phorus restriction and aluminum hydroxide gels 
should be used, when necessary, in conjunction with 
vitamin D therapy to prevent a decided rise in 
serum PO} concentration. 

It has been suggested for some time, and con- 
firmed by Stanbury,®?° 7! that patients with normal 
concentrations of Ca++ in their serum despite pro- 
nounced elevation of serum PO}, have a severe 
degree of secondary hyperparathyroidism. In fact, 
Dent® observed a case of secondary hyperpara- 
thyroidism in which the level of ionized or free 
Cat+ in the serum was above normal. This certainly 
suggests a state of autonomous overactivity of the 
parathyroids. Stanbury observed that patients of this 
type may definitely benefit from subtotal parathy- 
roidectomy, whereas the administration of vitamin 
D before parathyroidectomy may induce dangerous 
metastatic calcification. This latter point serves to 


emphasize that whenever vitamin D is used in the 
treatment of renal osteodystrophy the physician 
must be aware of the fact that the strikingly bene- 
ficial objective and subjective effects can be replaced 
by the hazardous signs of vitamin D intoxication 
and hypercalcemia. 


Mt. Sinai Hospital, 8720 Beverly Boulevard, Los Angeles 48 
(Kleeman) . 
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Coccidioidal Meningitis 


The Use of Amphotericin B in Treatment 


HANS E. EINSTEIN, M.D., CHARLES W. HOLEMAN, JR., M.D., 
LEWIS L. SANDIDGE, M.D., and DAVID H. HOLDEN, M.D., Bakersfield 


THE NEED for an effective therapeutic agent in the 
deep mycotic diseases has long been recognized. Well 
over fifty drugs have been given clinical trials,?>»7. 
yet until recently none has shown sufficient promise 
to warrant extensive investigation. The search has 
continued unabated, however, since in endemic areas 
the deep mycotic lesions continue as a major cause 


of morbidity and a minor but significant cause of 
death.?°?4 


The southern San Joaquin Valley is the most 
‘highly endemic area of coccidioidal infection’ * 
with several thousand new cases annually. Of these 
about 0.2 per cent develop into disseminated dis- 
ease,”” usually accompanied by a complement fixa- 
tion titer of 1:32 or higher.” In about 25 per cent 
of these cases, meningitis,!151° which has been con- 
sidered to be universally fatal,** will develop, Some 
of the nonmeningeal disseminated cases also termi- 
nate fatally due to generalized dissemination or 
chronic progressive disease involving bones and 
viscera, 


Amphotericin B, an antifungal agent obtained 
from a species of Streptomyces found on the shores 
of the Orinoco River in Venezuela,’'® is the first ex- 
tensively investigated drug in the treatment of the 
deep mycotic infections. 


The problems in evaluating the results of therapy 
in disseminated coccidioidal disease were discussed 
with great clarity by Fiese.5 Coccidioidal meningitis 
is reasonably predictable in its behavior. In view of 
its invariably fatal outcome the ultimate test of any 
therapeutic modality is the demonstration of its 
ability to affect coccidioidal meningitis, since for 
nonmeningeal disseminated disease there is a high 
incidence of spontaneous remission and cure. None 
of the drugs used in the past has affected the course 
of coccidioidal meningitis. 

The present report summarizes our experience in 
the use of amphotericin B in the treatment of coc- 


From the Coccidioidal Study Group, Kern County General Hospi- 
tal, Bakersfield. 
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e Amphotericin B is the first agent to alter fa- 
vorably the course of coccidioidal meningitis. 
The morbidity and toxicity of the drug are at 
present its chief limiting factors. 

Although no cures were obtained in a series 
of 11 cases, significant remissions usually fol- 
lowed a course of therapy. Comparison with sim- 
ilar groups showed a significant prolongation of 
life in adequately treated cases. 


cidioidal meningitis and is chiefly concerned with 
our observations of the effectiveness of the drug. 


METHODS AND MATERIALS 


In a period of three years 11 consecutive patients 
with coccidioidal meningitis have been treated with 
amphotericin B in essentially the manner described 
by Winn.*? Necropsy was performed in all patients 
who died. Diagnosis was established by the follow- 
ing laboratory criteria: 

Spinal fluid findings: 

1. Pleocytosis. 

2. Elevated protein. 

3. Complement fixation titer of 4+ at 1:2 
dilution®® or higher, on more than one 
specimen. 


or 
4. Positive culture for Coccidioides immitis. 


The spinal fluid pressure was usually elevated and 
a first-zone colloidal gold curve was almost always 
present, but these findings were not considered 
essential to the diagnosis. 

Amphotericin B was administered intravenously 
six days each week at a dose of 1 mg. per kilogram 
of body weight daily. During the first half of the 
reporting period, amphotericin B was given intrave- 
nously only and was temporarily discontinued when 
azotemia developed. More recently, both intravenous 
and intraspinal therapy were used in view of the 
poor transference of the drug across the blood- 
brain barrier.*-1*%?1 During this period treatment 
was not interrupted because of azotemia; instead, 
if the blood urea nitrogen rose above 50 mg. per 
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100 cc. the intravenous dose was temporarily de- 
creased by half and then slowly increased again. 
Amphotericin B for intravenous use was mixed 
with 5 per cent dextrose and water to a concen- 
tration of 10 mg. per 100 ml. and heparin was 
added. Early in the study diphenhydramine was 
added to the intravenous solution as suggested by 
Winn,*? and in some instances we added pyridoxine 
and ascorbic acid. More recently we have added 
only heparin, 30 mg., as the patients seemed to have 
less difficulty with chills and fever when other drugs 
were not added to the solution. Intraspinal ampho- 
tericin B was administered three times weekly in 
doses of 0.5 to 5.0 mg. each with 25 mg. of hydro- 
cortisone. 

Rest was stressed only when patients were acutely 
ill. When elevated, spinal fluid pressure was lowered 
by tapping and withdrawal daily. Heat lamps and 
extra blankets were used during the administration 
of intravenous amphotericin B and seemed to be of 
some benefit in decreasing the incidence and severity 
of febrile reactions. Pipamazine, prochlorperazine 
or chlorpromazine was administered as needed to 
alleviate nausea. Antihistamines and aspirin were 
used in an attempt to control febrile reactions. 

Planned interval therapy was used during the 
last year of the reporting period, including weekly, 
quarterly and semiannual courses. The more pro- 
longed courses of amphotericin B, in most instances, 
had to be discontinued because of thrombophlebitis 
which made further intravenous drug administration 
impossible. In some cases a polyethylene catheter 
was placed in available veins to facilitate further 
administration of the drug in very ill patients. 


CONTROLS 


No truly comparable group was available to act 
as a control, and placebo therapy was impractical. 
Therefore, in order to supplement previously pub- 
lished information on life expectancy, the hospital 
records of all patients with a diagnosis of coccidioi- 
dal meningitis during the preceding ten-year period 
were reviewed. The following criteria were estab- 
lished for inclusion in this “control” series: 

1. The diagnosis must have been confirmed in 
accord with the criteria used for the current series, 
or necropsy findings had to be conclusive. 

2. Some reasonable estimate of duration of 
meningitis could be established from the records. 

3. The patient must not have received ampho- 
tericin B. 

Sixty consecutive charts were reviewed and 31 
were found to meet these criteria. These were an- 
alyzed in terms of survival time only (Table 1). 

Buss, Gibson and Gifford reviewed 53 cases of 
coccidioidal meningitis seen in Kern County before 
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TABLE 1.—Comparative Two-Year Survival in Coccidioidal 
Meningitis 


No Amphotericin 


Cases from 
Treated with Preceding 10- Tabulated from 
Amphotericin Year Period Buss, et al.® 


Patients: 


Followed two years 

or until death.......... 7 31 47* 
Living one year 

after onset .............. 5 2 9 
Living two years 

after onset .............. 5t 0 0 


* Fifty-three patients in original report, duration of disease not re- 
ported in six of these cases. 


{Two of these patients have now lived 3 years, two have died at 
27 and 34 months respectively and one is still living but has been 
followed less than 3 years. 


1950.3 The duration of meningitis was unknown in 
three of the cases and three patients were still living 
at the time of their report. Of the remaining 47 
patients (Table 1), 15 died within three months of 
onset, 23 others died within 12 months, seven lived 
more than one year and two lived almost two years. 


RESULTS 


With one exception all patients showed some evi- 
dence of clinical and laboratory improvement when 
amphotericin B was used initially (Table 2). Im- 
provement in spinal fluid findings consisted of 
decrease of cell count and fall in the complement 
fixation titer. The spinal fluid pressure decreased 
and there was clearing of sensorium and relief of 
headache. Symptomatic improvement was generally 
significant. 


Four patients died while under active therapy. 
Death in these patients occurred at four and a half, 
ten, twenty-seven and thirty-four months after onset. 
In all instances there was evidence of active coc- 
cidioidal meningitis at autopsy. In three cases 
Coccidioides immitis was cultured from the surfaces 
of the brain and meninges. The specimen for culture 
was inadvertently discarded in the fourth case, but 
spherules of Coccidioides immitis were demonstrated 
in tissue sections. 


The seven surviving patients had lived 7, 7, 9, 18, 
21, 36 and 37 months, respectively, at the time of 
this report. These seven patients had received a 
total of 15 courses of therapy and had shown im- 
provement during each course. In no instance has a 
cure yet been obtained in this series. Symptoms 
usually recur in three to six months after active 
therapy is terminated. At that time, the spinal fluid 
shows an increase in pleocytosis and frequently an 
increase in complement fixation titer. The surviving 
patients are all carrying on their usual activities 
except when under active therapy. 
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Difficulty in the administration of amphotericin 
B and drug toxicity was similar to that previously 
reported.* This has included headache, generalized 
pain, anorexia, nausea, occasionally vomiting, chills, 
fever, azotemia, anemia and thrombophlebitis. The 
latter, in particular, makes very protracted intra- 
venous administration difficult. Paresthesias and 
transient arachnoiditis occurred during intraspinal 
administration of the drug, the latter severe enough 
in two cases to force discontinuance of intraspinal 
therapy. The more severe reactions were associated 
with intraspinal doses of 2.5 mg. or greater. 


COMMENT 


Longevity of patients treated with amphotericin 
B is compared with that in patients who received no 
amphotericin in Table 1. Despite the very rare case 
of chronic coccidioidal meningitis which may follow 
a very indolent course with survival of five to ten 
years after onset,®1*17 death, in the untreated 
patient, usually occurs within the first year, and 
seldom does the patient survive two years.!:1%30 

In virtually every course of therapy, totaling over 
20, the morbidity and toxicity of the drug was the 
deciding factor forcing discontinuing its use. This 
may well be the reason for the invariable relapses 
in the present series. Induced drug resistance has 
been demonstrated, and it has been speculated 
that such resistance may emerge in clinical prac- 
tice.1*,2628 However, in this series the subsequent 
courses generally were as effective as the initial 
one, at times requiring less drug and time to achieve 
equivalent clinical and laboratory results. This 
agrees with the observations of Littman." A fungi- 
static but not fungicidal effect may well explain the 
drug action in clinical practice. 

More effective means of ameliorating the toxicity 
of amphotericin B are needed so that much more 
prolonged courses of therapy might be employed. 
The use of long term intermittent administration 
may help overcome some of the obstacles. However, 
the possibility remains that the organism may even- 
tually develop resistance to the drug. The addition 
of secondary or tertiary antifungal agents may be 
of value. Some of these avenues are currently being 
explored, and special studies on the azotemia and 
anemia so generally observed are in progress. 
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Biliary T-Tube Drainage 
A Simple Method 


No FULLY SATISFACTORY METHOD for draining bile 
into a collection bottle from a T-tube placed in the 
common bile duct has yet been presented. If it is 
large, the drainage tube may be so heavy that it 
pulls the T-tube out of the common duct or out 
of the abdominal wound; and sometimes a patient’s 
thrashing about in bed immediately after operation 
will cause the T-tube to become dislodged. To pre- 
vent such an occurrence, some surgeons keep a 
covering of dressings over the T-tube for a day 
after operation. Usually the dressings become bile- 
soaked and irritation of the skin of the abdomen 
results. Some observers have recommended attach- 
ing a small bottle directly to the T-tube and keeping 
it in place with dressings. With this method, how- 
ever, bile is likely to spill from the bottle onto the 
bed as the patient turns from side to side. For 
several years I have used a simple system that 
serves well yet avoids the dangers and inconveni- 
ences mentioned, 

After completion of the operation, the T-tube is 
attached to a plastic intravenous tubing set such 
as is ordinarily used to administer fluids. The proxi- 
mal end of the set is detached by cutting the tube 
with scissors. The distal end, which has a needle 
adapter, readily fits into the T-tube (Figure 1). 
After it is attached to the T-tube, which is fixed to 
the abdominal wall with either sutures or adhesive 
strapping, the long intravenous tubing is brought 
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Figure 1.—Plastic intravenous tubing with needle 
adapter (inset) fits readily into the distal end of T-tube. 
Tubing photographed .(Vacoset V-14) was supplied by 
Don Baxter, Inc., Glendale. 


out from beneath the dressings and is allowed to 
hang over the side of the bed to a collecting bottle. 
Being both light in weight and long enough to 
permit the patient a good deal of freedom of 
motion without drawing it taut, the plastic tubing 
does not put traction on the T-tube. Even should 
the patient inadvertently pull directly on the plastic 
tubing, the traction separates it from the T-tube at 
the point of attachment. When the patient rises to 
walk about, the plastic tubing can be coiled and 
the distal end placed into a small collecting bottle 
pinned to the abdominal dressing, and when he 
returns to bed it can be uncoiled and the end put 
into a drainage bottle at the side of the bed again. 
6010 Wilshire Boulevard, Los Angeles 36. 
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Clinical Experience with Chlorpropamide 


GEOFFREY WALKER, M.D., and LAURANCE W. KINSELL, M.D., Oakland 


CHLORPROPAMIDE (1-p-chlorobenzenesulfonyl 3- 
propylurea) was synthesized by McLamore and co- 
workers’® during a systematic search for potent, 
long-acting, hypoglycemic sulfonylureas that were 
effective when given by mouth. It is marketed under 
the trade name of Diabinese. 


This paper presents the results of a clinical trial 
of chlorpropamide conducted in the Diabetic Clinic 
at the Highland-Alameda County Hospital. 


PATIENT SELECTION AND METHODS OF STUDY 


Patients were selected for study only if they had 
noninsulin-dependent diabetes (that is, did not be- 
come ketotic when insulin was withheld) and were 
expected to cooperate in taking the drug and attend- 
ing for review. They were seen at least once weekly 
during the first month and then approximately once 
monthly, depending on the adequacy of diabetic 
control. Aftér a brief experiment with larger doses 
it was decided early in the trial to prescribe a 
standard initial dose of 250 mg. daily. The dose was 
subsequently adjusted according to postprandial 
blood sugar levels and the subjective well-being of 
the patients. The maximum dose was 1 gm. daily. 
All the patients were asked to take the prescribed 
amount of the drug once daily, with their breakfast, 
and to continue the diet they had been following 
before the trial began. Patients who were taking 
insulin were started on chlorpropamide, 250 mg. 
daily and insulin was discontinued after progres- 
sively smaller doses for three to four days. Those 
who were taking other sulfonylureas were changed 
to chlorpropamide treatment abruptly. 


Diabetic control was classified as “good” when 
postprandial blood sugar was consistently below 150 
mg. per 100 ml., as “satisfactory” when consistently 
between 150 and 200 mg. per 100 ml. and as “un- 
satisfactory” when above 200 mg. per 100 ml. 


Thymol turbidity and serum alkaline phosphatase 
values were determined and leukocyte counts were 
done before starting the drug and then approxi- 
mately once monthly. Urine was tested for glucose, 
protein and acetone at each visit. 


From the Institute for Metabolic Research Highland-Alameda 
County Hospital, Oakland 6. 
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e Seventy-eight patients with mild diabetes 
were treated with chlorpropamide in doses up to 
1 gm. daily. Eight showed primary failure to re- 
spond and two showed an initial but not a sus- 
tained response. Patients whose diabetes was of 
recent onset and who had not been treated with 
insulin or a sulfonylurea, required smaller doses 
than the remainder except for a group of pa- 
tients who had been diabetic for more than 15 
years. 

The average dose for the 64 patients who took 
chlorpropamide for more than three months was 
0.46 gm. per day. Serious side effects were un- 
common and disappeared when the drug was 
stopped. One patient became jaundiced, one had 
a rash, and one showed granulocytopenia. 
Changes in liver function tests were seen in 
17 out of 56 patients treated for more than 
three months and were correlated with the dos- 
age of the drug and the duration of treatment. 


If patients did not keep their appointments, they 
were reminded by telephone or letter and every 
effort was made to insure continuity of treatment 
and supervision. 


THE PATIENTS 


Seventy-eight patients, 23 men and 55 women, 
were selected for treatment with chlorpropamide. 
Their ages varied from 31 to 87 years (mean, 58.3 
years) at the time of the study and from 31 to 85 
years (mean, 52.5 years) at the time diabetes was 
diagnosed. Only seven patients were under 40 years 
of age at the time of the study. The high proportion 
of patients over 40 years old reflects the pre- 
dominance of old people receiving county hospital 
care as well as the increased incidence of this type 
of diabetes with advancing age. The duration of 
diabetes varied from three months to 40 years 
(mean, 5.9 years). 

Some patients were overweight and clearly did 
not follow their prescribed diets. Weights at the 
beginning of the trial varied from 106 to 256 pounds 
(mean, 162 pounds). 

Forty-four patients had taken insulin at some 
time. Doses varied from 5 to 90 units daily (mean, 
30 units daily). Twenty-nine patients had been 
treated with tolbutamide and 13 with metahexamide. 
Seventeen patients had received neither insulin nor 
a sulfonylurea. 
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TABLE 1.—Data on Patients with Primary Failure of Treatment of Diabetes with Chlorpropamide (1 Gm. Daily for at Least One Month) 











Pre-sul- 
Duration of ____Responseto: fonylurea Initial 
Diabetes Tolbuta- Meta- Insulin Dose Weight 
(Years) Age mide hexamide (Units per Day) (Pounds) Subsequent Therapy 
Bae 62 PF PF 20S 222 Diet only Unsatisfactory 
igicacs 74 SF PF = 72 D.B.I. 150 mg. per day Satisfactory 
Cece 49 aes ie 45S 118 D.B.I. 100 mg. per day Satisfactory 
eee 54 PF PF 30S 120 D.B.I. 75 mg. per day Unsatisfactory 
Wotiactesstces 57 sa Le 20S 146 
Pee 42 PF 146 D.B.I. 150 mg. per day Satisfactory 
plus chlorpropamide 
250 mg. per day 
ease cece 67 PF eds 40S 155 D.B.I. 150 mg. per day Satisfactory 
plus chlorpropamide 
250 mg. per day. 
Detects 66 SF PF 80S 131 N.P.H. 50 units per Satisfactory 
: day insulin 
Mean: 6:8 39.2 151.2 


PF= Primary failure. SF= Secondary failure. 


S= Satisfactory control. 


TABLE 2.—Data on Patients with Secondary Failure of Treatment of Diabetes with. Chlorpropamide 








Duration of 





Duration of Weight in Pounds 


Diabetes Response to Insulin Dose Chlorpropamide —_—_—_—X——ayr-_ 
(Years) Tolbutamide (Units per Day) Therapy (Months) Initial Final 
ses cetotaechs Soci cas esta aag cue caceieaete ees PF 35S 4 128 118 
UD cbisnsa wa sv sae iictvasess asa ancee cena einen 22S 6 188 186 


PF=Primary failure. S=Satisfactory control. 


RESULTS 


Initial Response. Seventy of the 78 patients main- 
tained postprandial blood sugar levels consistently 
lower than 200 mg. per 100 ml. Good diabetic con- 
trol (postprandial blood sugar consistently below 
150 mg. per 100 ml.) was achieved in 58 and 
satisfactory control (postprandial blood sugar be- 
tween 150 and 200 mg. per 100 ml.) in 12 patients. 
The eight patients who had postprandial blood sugar 
greater than 200 mg. per 100 ml. despite a maximum 
dose of chlorpropamide of 1 gm. daily for at least 
one month, were classified as showing primary 
failure of treatment. Details of this group of patients 
are given in Table 1. 


Withdrawals, Six patients, all diabetically well 
controlled, were taken off chlorpropamide within 
one month, four because of serious or troublesome 
side effects, one because of leaving the district and 
one because the disease could be controlled by diet 
alone. Ten patients were taken off the drug despite 
good control for at least three months: Two of 
them were grossly obese and gained weight, three 
were controlled by diet alone, one showed a granu- 
locytopenia, one because of development of gastric 
ulcer, one refused to continue treatment because 
of headaches which were no more frequent or 
severe than before starting it, and two defaulted. 


VOL. 94, NO. 6 + JUNE 1961 


Secondary failure, defined as unsatisfactory dia- 
betic control occurring despite a dose of chlorpro- 
pamide of 1 gm. daily in the absence of change in 
the diet or gain of weight and following a period 
of good or satisfactory control, was seen in two 
patients (Table 2). 


Dose-response Relationships. Data on the relation- 
ship of dosage to response for the 70 patients who 
showed an initial good or satisfactory response to 
chlorpropamide are shown in Table 3. 


Table 4 gives data on the relationship of dosage to 
the duration of diabetes for the 68 patients who 
showed sustained good or satisfactory control. The 
mean duration of diabetes for the patients who 
responded to chlorpropamide was 6.7 years as com- 
pared with a mean duration of 6.8 years for those 
who showed primary failure to respond. 


COMPARISON OF CHLORPROPAMIDE WITH INSULIN AND 
WITH OTHER SULFONYLUREAS 


Thirty-eight patients who maintained good or sat- 
isfactory diabetic control on chlorpropamide had 
previously been treated with insulin. Twenty-nine 
were well controlled and nine were satisfactorily 
controlled on chlorpropamide. The mean insulin re- 
quirements for the two groups was 28.1 and 32.2 
units per day respectively, and the mean chlorpro- 
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TABLE 3.—Results of Chiorpropamide Treatment Related to Whether Patient Had Been Previously Treated with Insulin or Sulfonylurea 


Good Control Satisfactory Control 





Dose in Gm. per Day 0.125 0.25 0.50 0.75 1.0 0.125 0.25 0.50 0.75 1.0 Total 

Previously treated with insulin and/or sulfonylurea........ 3 “21° 33" 4... 4 0:2 1 § 8 53 

Not previously treated with insulin or sulfonylurea.......... 5 7 3 1 0 0 0 0 1 0 17 
a ole eT 8 2* 16* 5 1 +e 2 ee 70 


*Including one patient who subsequently showed secondary failure. 


pamide dosage 0.39 and 0.72 gm. per day. The 
patients who were well controlled on chlorpropamide 
had an insulin-to-chlorpropamide equivalence ratio 
of 72 units to 1 gm., while for those who were 
satisfactorily controlled the ratio was 32 units to 
1 gm. The mean insulin requirement of the patients 
in the primary failure group was 39.2 units daily. 

There are insufficient data in the medical records 
of many of the 29 patients who had been treated 
with tolbutamide to calculate a valid chlorpropamide- 
to-tolbutamide potency ratio, and the 13 patients 
who had received metahexamide took the drug for 
too short a time to allow a chlorpropamide-to-meta- 
hexamide potency ratio to be determined. The rela- 
tive responses of 29 patients to chlorpropamide and 
tolbutamide are shown in Table 5. (In compiling 
the data, it was assumed that patients who were 
consistently aglycosuric on tolbutamide were “con- 
trolled.”) 


Effect on Weight. Of the 64 patients who showed 
good or satisfactory response to chlorpropamide for 
at least three months, 33 gained weight, 27 lost 
weight and four showed no change of weight. 
Change of weight is related to chlorpropamide dos- 
age and duration of treatment in Table 6 for patients 
whose initial weights were above and below the 
median of 157 pounds. 


Effect on Leukocytes and on Liver Function Tests. 
There was no change in serial leukocyte counts ex- 
cept in one patient who showed granulocytopenia 
(total count 2,900 per cu. mm., with neutrophils 
33 per cent, lymphocytes 63 per cent, monocytes 2 
per cent, eosinophils 1 per cent, basophils 1 per 
cent) which disappeared when the drug was stopped. 

Data are available on serial estimations of thymol 
turbidity and serum alkaline phosphatase for 56 
patients who took chlorpropamide for more than 
three months. Normal values were considered to be 
0 to 4 units for thymol turbidity and 1.5 to 4 units 
(Bodansky) for serum alkaline phosphatase. The 
changes recorded were relatively minor and are 
analyzed in Table 7. 


SIDE EFFECTS 


Anorexia, nausea and abdominal discomfort were 
experienced by several patients but were not very 
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TABLE 4.—Chiorpropamide Dose Related to Duration of Diabetes 







in Cases of Sustained Good or Satisfactory Control 
Mean Dose Number 
(Gm. per Day) of Patients 
Duration of diabetes: 

PUM sean despa cn coat aah iuotanas pcobcborseodies 0.26 10 
NR Nn cnt 0.45 23 
SOE RY III she St tsa s-sscnt fans a kcsten esos otinns 0.49 17 
AP ER WOO ei aici ccstnsevonsnnsscsesesntbibns 0.47 12 
ee OE I oo cscacecsseceaceencrcsnaes 0.29 3 
ADE TTIONG FOOTE Sas sssesesscssoniesoscrcessesctves 0.33 3 


TABLE 5.—Comparison of Response to Chlorpropamide and 


Tolbutamide 
Response to Chlorpropamide 
Satis- Unsatis- 
Response to Tolbutamide Good factory factory 
Controlled* 4 1 
Uncontrolled 2 67 





*Consistently aglycosuric, 
fIncluding one patient with secondary failure to tolbutamide. 


troublesome and disappeared within a few days 
of starting treatment in all but two patients who had 
to be taken off the drug after one month (0.25 gm. 
per day) and two weeks (0.5 gm. per day) respec- 
tively. One patient was found to have a large gastric 
ulcer after 16 months on 0.25 gm. daily. 


- Rash. One of the first patients treated with 
chlorpropamide had received 1 gm. daily for two 
weeks when she had an itchy, maculopapular rash, 
chiefly on the trunk, a low grade fever and weak- 
ness and ataxia. These symptoms disappeared within 
a few days of discontinuing the drug. She refused to 
take a smaller dose and resumed insulin treatment. 


Jaundice. A woman aged 55 had been a diabetic 
for 12 years and was well controlled with N.P.H. 
insulin, 40 units daily. She was transferred to 
metahexamide 100 mg. daily on March 29, 1959, 
and to chlorpropamide 750 mg. daily on June 
18, 1959. She was admitted to the hospital on July 
27, 1959, with complaints of generalized itching, 
anorexia and lassitude. 

The body temperature was 38.9° Centigrade. 
There was widespread maculopapular rash on the 
trunk, and the patient was moderately jaundiced. 
The liver and spleen were impalpable. Packed cell 
volume was 40 per cent. Leukocytes numbered 
11,500 per cu. mm.—neutrophils 62 per cent, lym- 
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TABLE 6.—Relationship of Chlorpropamide Dosage and Duration of Treatment to Weight Change 


Initial Weight Initial Weight 





More Than 157 Pounds 


Lost 
ING, oo 12 
Mean initial weight (pounds) .............................- 191 
Mean weight change (pounds per month). ........ 1.08 
Mean dose (gm. per day) .............-...--..:0s-0+00-se0e+00 0.48 
Per cent well controlled.....................-..--..:---0-+++ ea 


Less Than 157 Pounds 


Gained Lost Gained Unchanged 
20 15 13 4 
185 138 136 129 
0.97 0.88 0.87 asa 
0.44 0.49 0.32 0.44 
75 73 92 75 


TABLE 7.—Changes in Liver Function Tests During Chlorpropamide Treatment 


No. 

Pounds 
Novciiae in-5'. OF AP ee 39 
Increase in T.T. only..........-.......... RATS saan aes 9 
BiiGNG RR SU RUR OMEN ine ha ies one sas creer 5 
Erreremnt Stk Gre 0.5 OU ec seni 3 


*T.T.=Thymol turbidity. +A.P.=Alkaline phosphatase. 


phocytes 24 per cent, monocytes 1 per cent, eosino- 
phils 13 per cent. The icterus index was 40 units. 
Thymol turbidity was 1.2 units. Cephalin-cholesterol 
flocculation was negative at 48 hours. Alkaline phos- 
phatase was 60 King-Armstrong units. Blood urea 
nitrogen was 21 mg. per 100 ml. Liver biopsy 
showed periportal infiltration with round cells and 
eosinophils, intracanalicular bile stasis and bile 
staining of some parenchymal cells. 

Chlorpropamide was discontinued and the dia- 
betes was controlled with insulin. The rash spread 
and desquamated. The jaundice subsided within 
three weeks and the patient was discharged from 
the hospital on August 20, 1959. Thymol turbidity 
and alkaline phosphatase were normal and cephalin- 
cholesterol flocculation negative one month later. 
Diabetes was well controlled by 40 units of N.P.H. 
insulin daily. 

Hypoglycemia (a manifestation of overdosage 
rather than a side effect) was probably experienced 
in a mild form by three patients. Further episodes 
were prevented by discontinuing the drug in two 
patients (each taking only 0.125 gm. daily) and by 
reducing the dose from 0.25 to 0.125 gm. daily in 
the other. 


Alcohol intolerance was seen in one patient when 
she was taking chlorpropamide 1 gm. daily. She 
complained of flushing, palpitation and nausea after 
drinking amounts of whisky which had previously 
caused none of these symptoms. 


DISCUSSION 


Chlorpropamide, like the related sulfonylureas, 
carbutamide and tolbutamide, has little or no hypo- 
glycemic activity in patients with severe, insulin- 
dependent, juvenile-type diabetes, occurring either 
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Elevated Before Treatment 


Duration of 


Mean Dose Chlorpropamide 


T.¥.® A.P.7 Gm. per Day Therapy (Months) 
0 0 0.41 9.6 
1 0 0.51 10.9 
0 2 0.60 12.0 
1 2 0.79 13.7 


spontaneously!* or after total pancreatectomy.™ It 
is useful in the treatment of many patients with 
mild, noninsulin-dependent, maturity-onset diabetes. 
Carbutamide which is excreted relatively slowly and 
gives a steady plasma level when given once daily 
is no longer used in this country because it has 
dangerous side effects.* Tolbutamide is remarkably 
safe but has the disadvantage of being excreted 
so rapidly that multiple daily dosage is usually 
necessary to maintain therapeutically adequate 
plasma levels. The plasma half-lives of tolbutamide 
and chlorpropamide are 5 and 36 hours respec- 
tively.’ When a fixed dose of chlorpropamide is 
taken once daily the plasma concentration increases 
for several days (depending on the dose) and then 
remains steady.” Maintenance of a constant plasma 
level with a single daily dose is convenient for the 
patient, unless dosage has been excessive, in which 
case the slow excretion of the drug becomes a dis- 
advantage. 

Tolbutamide and chlorpropamide are equally ef- 
fective in reducing the blood sugar during acute 
studies in normal subjects or in patients with mild 
diabetes* but when administered for prolonged 
periods, chlorpropamide is three to six times as 
potent as tolbutamide* because it is excreted more 
slowly. There is nothing to suggest any qualitative 
differences between the modes of action of the two 
drugs. Some patients are unsatisfactorily controlled 
on tolbutamide but well or satisfactorily controlled 
on chlorpropamide (Table 5). This is probably due 
in most instances to the higher and more sustained 
plasma sulfonylurea levels achieved with chlorpro- 
pamide. A pronounced difference in response to the 
two drugs suggests negligence in taking multiple 
daily doses of tolbutamide. One of the patients in 
the better series was better controlled on tolbuta- 
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mide than chlorpropamide. Unfortunately, plasma 
sulfonylurea levels are not available for comparison. 

It was possible with several of the patients to 
decrease the dose of chlorpropamide during the trial 
without deterioration of diabetic control. When this 
was done the doses, as shown in the tables, are the 
mean for the period of treatment, excluding the first 
month. All the patients in the series who responded 
to chlorpropamide did so promptly and, unlike Lee 
and coworkers® we did not observe delayed responses 
such as have been reported with tolbutamide by 
Walker and coworkers.'® 

It is difficult to assess the significance of changes 
in weight during the trial. Table 6 shows no rela- 
tionship to initial weight, to chlorpropamide dosage 
or to duration of treatment. Although all the patients 
were asked not to change their diet, some undoubt- 
edly followed their prescribed diets more faithfully 
when seen so frequently, while others undoubtedly 
ate more than they should have when they became 
aglycosuric. 

There is no difference in the duration of diabetes 
in the groups of patients who responded well or 
satisfactorily and those who showed primary failure 
to respond. Table 4 shows that patients with diabetes 
of less than one year duration required less chlorpro- 
pamide than the remainder of the patients, with the 
exception of those who had been diabetic for more 
than 15 years. The mean age of these latter patients 
was 66.7 years, compared with 58.3 years for the 
series as a whole. There is a suggestion of some 
correlation between previous insulin dosage and 
response to chlorpropamide. The mean insulin dose 
was 28 units per day for the patients who were 
well controlled on chlorpropamide, 32 units per day 
for those who were satisfactorily controlled and 39 
units per day for those who showed primary 
failure. 

The high incidence of side effects, particularly of 
anorexia, nausea, abdominal discomfort and rashes 
noted in the early reports on chlorpropamide was 
due to excessive dosage. Only two of the 78 patients 
in the present series were unable to tolerate the drug 
because of abdominal symptoms and one (excluding 
the patient who also became jaundiced) developed 
a rash (after taking 1 gm. daily for two weeks). 

One of our patients showed granulocytopenia 
which disappeared when chlorpropamide was 
stopped. Similar instances have been mentioned by 
Reyes and coworkers.’* 

Intrahepatic cholestatic jaundice occurred in one 
of the patients and was probably due to chlorpro- 
pamide, although she had taken metahexamide for 
two months and was transferred to chlorpropamide 
six weeks before the jaundice appeared. The onset 
within six weeks of starting the drug and the asso- 
ciation with a maculopapular rash are character- 
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istic. Increased serum alkaline phosphatase with 
little or no change in the flocculation liver function 
tests, and liver biopsies which show cholestasis and 
round cell infiltration of the portal areas, indicate 
an obstructive process. Reduction of prothrombin 
activity with poor response to vitamin K injections 
in some cases shows that hepatocellular damage also 
occurs. Reichel and coworkers’? expressed belief 
that this type of jaundice is a result of hyper- 
sensitivity to the drug such as is seen with chlor- 
promazine. They estimated its incidence as approxi- 
mately 0.5 per cent. Hamff and coworkers® were 
able to resume treatment without recurrence of the 
jaundice or other symptoms or deterioration of 
liver function tests in two of three patients who had 
recovered from chlorpropamide jaundice. 


Most of the early reports on relatively short term 
studies stated that chlorpropamide treatment was not 
associated with any change in liver function tests, 
but Burrell’ mentioned that he had seen transient 
abnormalities in the thymol turbidity test in 12 
of 130 patients who received the drug for one to 
thirteen months (mean 6.3 months), In the present 
series the 56 patients for whom we have serial liver 
function tests were treated for from three to twenty- 
four months (mean 10.2 months). Thirty-nine 
showed no change of either thymol turbidity or 
serum alkaline phosphatase, eight showed an in- 
crease of thymol turbidity from the normal range 
to above the upper limit of normal, five showed a 
similar increase of serum alkaline phosphatase and 
one patient with normal baseline values showed an 
increase beyond the upper limits of normal of both 
thymol turbidity and serum alkaline phosphatase. 
Table 7 shows that patients with changes in liver 
function tests took more chlorpropamide and for 
longer than those who showed -no change and that 
all of the six patients who showed minor abnormal- 
ities of liver function by these tests before treatment 
showed deterioration during treatment. These ob- 
servations suggest that further and more detailed 
studies of the effect of long-term chlorpropamide 
administration on liver function are indicated. 


Three of the patients in this series probably be- 
came mildly hypoglycemic. Symptoms were mild, 
were relieved by food and were abolished by stop- 
ping treatment in two cases and by reducing the 
dose in the other case. We have not seen severe and 
persistent hypoglycemia after moderate dosage as 
reported by Lindeman and coworkers.°® 


One of the patients was unable to tolerate alcohol 
while she was taking 1 gm. of chlorpropamide daily. 
Chlorpropamide-induced alcohol intolerance has 
been mentioned by several observers and described 
in detail by Signorelli and coworkers.'* The effects 
resemble those of disulfiram (Antabuse). The mech- 
anism is unknown. 
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It is the opinion of the authors that chlorpropa- 
mide is a highly useful drug. If dosage in excess 
of 0.5 gm. per day is required, liver and hemat- 
logic indices should be checked at intervals during 
ihe first year of such treatment. 
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From Where We Are to Where We Should Be 


BARBARA L. ANDREWS, San Jose 
President, California Medical Assistants’ Association 


IT poEs NoT take long after one assumes the chair- 
manship of a local chapter of the California Medi- 
cal Assistants’ Association to realize the potential 
power within the grasp of this organization. We 
soon find that to request is to command; to suggest 
is to influence. 

We are cautioned in our installation services to 
“walk circumspectly,” and we must heed this 
admonition. 

You will find the word “club” is not well suited 
to the medical assistants’ associations; rather the 
longer, but more definitive terms such as “educa- 
tional” or “professional” organization apply. 

This is a dignified, influential, educational pro- 
fessional organization; let no member impeach its 
dignity, misuse its influence, ignore its educational 
potential, or fail to respect its professional standing. 

It has been comfortable, to this point, to ignore 
issues which might be a bit controversial, but in so 
doing we can overlook our responsibilities. And let 
there be no mistake—we have responsibilities. 

We have not been reluctant to recognize our 
responsibilities to our members; our educational 
programs have progressed at a speed amazing to 
behold. But others look to us for guidance, and we 
must become equal to the task. 

Many of our local chapters have already seen the 
need and encouraged and worked with local schools 
in establishing preemployment medical assistant 
training. We soon found that this also involved 
appearing at local high schools on career recruit- 
ment campaigns—and we delighted in the task. The 
provision of on-the-job training was accepted as a 
natural “side effect” of these two programs, and 
furnished with good grace. 

Until recently these programs have been without 
coordination or direction on a state level but, typi- 
cally, we have begun to exchange ideas and, with 
the coming Certification program, realize that we 
must be more unified in our program material. 

Now, let’s take a look at a responsibility we.have, 
heretofore, not had to face; that of publishing a 
list of medical assistant courses sponsored or rec- 
ommended by the medical assistants organizations. 
Requests for this information have been steadily 


Presidential address at annual meeting of California Medical 
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increasing, and will continue to do so. With the 
establishment of our Certification program I predict 
the volume of such queries will accelerate rapidly. 
We have hesitated to take a stand on any course 
since this would mean investigating all of them. 
Is it not time that we do this? Can we deny it is 
one of our responsibilities? Can we say one of the 
primary duties of a medical assistant is public rela- 
tions, then refuse to advise future medical assistants 
who have turned to us for guidance, letting them 
find out for themselves that a course in which they 
have spent much time and money is, essentially, 
worthless? 

Whether we like it or not, this task is coming 
and, with the advent of Certification, will be needed. 
We might also recognize that such action on our 
part would give the schools a standard to which to 
conform and should, therefore, raise the standards 
throughout the state and perhaps many of the now 
poorly functioning “schools” will become valuable 
tools for education. 

While we are at it, let’s take a look at Certifica- 
tion, and what it may mean to us. First, it will truly 
define the term “medical assistant”; it will assist 
in obtaining for us a definite place on the medical 
team, recognizable by all persons. 

It is estimated that in little more than a decade 
California will be the most heavily populated state 
in the Union, with an estimated 10 per cent of the 
population of the country residing in this state. 
This, coupled with rising income levels, increasing 
use of health insurance plans, and improved educa- 
tion of the public will bring about a continuing 
heavy demand on the health facilities of this state. 

It does not take much imagination to see that the 
physician’s skills and time must be implemented to 
the utmost. The recent report of the Governor’s 
Committee on Medical Aid and Health states: “At 
every level of skill, health personnel should make 
maximum possible use of their highest ability. A 
physician without a nurse or technician is limited 
as to the number of persons he can see. Proper use 
... [must] . . . be made of allied health personnel.” 

We, as important members of the health team, 
must be able to compare our place on that team 
with our own current worth, and then accept the 
responsibility of educating ourselves to keep up 
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with the increasing technical, scientific and socio- 
economic developments facing us. 

It wasn’t long ago that a starry-eyed youngster 
just out of high school could adequately fill the job 
of a doctor’s Girl Friday—many of us started out 
just that way. But, today we are acutely aware that 
this is no longer true. Employing such an individual 
now is, at best, experimental—and could be catas- 
trophic. An increasing array of pharmaceuticals 
and technical equipment, the complex insurance 
programs, the public’s alert eye to the get-rich-quick 
malpractice suit and—let’s face it—the management 
of a large business, demand much more than a 
naive, wide-eyed approach. 

This has become a career, the qualifications of 
. which are: Maturity, awareness, learning on the job, 
evaluation and self-education. 

We can see, then, that we must be educated, pre- 
pared, and constantly preparing to keep up with 
our profession. But, in order to do this, it is neces- 
sary to find out just what our profession is. The 
Certification program makes this so simple it is 
astounding: This is a Medical Assistant, and this is 
a Medical Secretary. Now that we know what we 
are preparing for, we can see what we must seek 
in the way of education. Not only that, we can show 
others the way and, thirdly, and perhaps most im- 
portantly, the days are limited in which others will 
ask: “What is a Medical Assistant?” They will 
know! 

Lest you falter in your appraisal of the value of 
an organization such as ours, let me point out to you 
here, that the report of the Governor’s Committee 
also stated: “Professional associations have shown 
that effective standards can be maintained.” But, as 
an organization we must first reach a standard to 
maintain. As Doctor Samp said at our national 
meeting in Chicago, “The purpose of our organiza- 
tion is to take us out of where we are and put us 
up where we should be.” 

I would admonish you individually: Compare 
yourself with the qualifications of the Certification 
program, and the requirements of your specific job; 
evaluate your abilities. Know what you don’t know 
—then do something about it! 

I have read that “Knowledge comes by taking 
things apart—analysis, but wisdom comes by putting 
things together.” 

Now that we have discussed analysis, let’s discuss 
putting things together. I might best describe the 
next subject as: The role of the medical assistant 
in turning the tide against socialized medicine. 

It is becoming increasingly evident that the public 
is beginning to view medical care as a right, and to 
look upon prepayment, health insurance type plans 
as an answer to the financing of medical care. 
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Making these plans function smoothly is the great- 
est deterrent we have against the advent of socialized 
medicine. And we—you and I—the doctor’s em- 
ployees, hold the key to making this a smooth- 
working, effective tool and, more importantly, one 
the patient understands. 


It is up to us to reverse our present attitude to- 
wards insurance forms. We must learn to accept 
them graciously—even eagerly—with an attitude of 
working with the insurance firms; not in spite of 
them. We must discourage abuse, and be prepared 
to educate the patients as to the reason insurance 
plans cannot possibly “cover everything.” Do you 
know the reason for this? If not, it is up to you to 
find out. You have the wherewithal in your own 
local groups to obtain excellent speakers on subjects 
such as these, and I am suggesting it is your duty 
to recognize the areas wherein you need more in- 
formation or training; tell your local program 
chairman, and work with her to obtain speakers 
of real value to you in your work. 


During this discussion I have mentioned many 
potentials of this group; and there are many more 
to consider. In the vein of what we were just 
discussing, have you ever considered what a force 
this membership could be in bringing to bear the 
firm establishment of a simplified, standardized 
insurance form? Much work has been done toward 
this already, but I would like to submit that, with 
our aid, this could be much more rapidly accom- 
plished. 

Potential is a word to dream on; and build on. 
Henry Ford once said: “The future fairly startles 
me with its impending greatness, We are on the 
verge of undreamed progress.” 


Let us take a look now at the potential of this 
organization: 

It may be very useful to establish a library at 
the C.M.A.A. office. This could contain copies of 
articles, books, speeches, and films, all readily avail- 
able to C.M.A.A. chapters and members. Eventually 
it would become a center for the compilation and 
distribution of much reference material. 


Surveys of your needs and desires as members 
of this organization have been, and will continue to 
be undertaken. These are well utilized to the benefit 
of our members. 

Placement, not only within our own local groups, 
but of transferee members has become a very real 
and valuable part of our service. 


You are already aware that one pharmaceutical 
house has produced a film designed for our use. 
They are currently planning to make another one 
on a subject of our choice. This, of course, is being 
done on a national level. Also being prepared on a 
national level is recruitment material—very timely 
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for use by a state that is so rapidly advancing in 
the preemployment education programs. 

We will, because of our national affiliation, be 
eligible to participate in the excellent Maxine Wil- 
liams Scholarship Fund. 


The exchange of information between members, 
chapters, states, the C.M.A.A. and A.A.M.A. cannot 
possibly be evaluated monetarily. This is one place 
where the word “priceless” takes on real meaning. 


Our potential as an adjunct to the Civil Defense 
program is astounding; and our members are not 
apathetic! We are concerned that in many areas we 
are not recognized at our true value to this pro- 
gram. However, that need not deter us. Let us 
become organized within our local chapters, let 
every member take a first aid course and be pre- 
pared—and when the time comes that we are needed 
we will be on the spot with what is needed—just as 
we are daily in our offices. 


Recognition is important to us in another area, 
and this is recognition by the physicians. We are 
rapidly accelerating and implementing our news 
coverage and public relations programs—as I’m 
sure you have already noted. It is my hope that this 
organization will obtain, and continue to secure 
representation at each C.M.A. meeting. Although 
we were not successful in doing that this year, we 
plan to do it in the future. In the meantime, we are 
going to make every effort to acquaint each doctor 
in the state of California with the California Medical 
Assistants’ Association and what it stands for! 


However, let us consider something our organiza- 
tion does not stand for, Let us state it loudly and 
clearly. We are not interested in collective bargain- 
ing for the medical assistant. 


Let us go a little further than our by-laws and 
discuss why we feel this way: 


Just as the doctor does not want a third party 
interjected between himself and his patient, we do 
not want a third party in our employer-employee 
relationship. When an employer treats us well, we 
know it is because he wants to, not because he was 
told to. If we are unhappy in our employment 
situations it is up to us individually to set this 
aright. Each of us knows that a good medical assist- 
ant is never long out of work. We consider ourselves 


professional persons, and collective bargaining is 
not compatible with this status. 

I would be willing to venture that those medical 
assistants who are members of this organization 
are among the best compensated in the state. Notice 
I said “best compensated”; because compensation 
need not all be monetary. “Thank you” goes a long 
way—whatever form it takes. We seek medical 
assisting jobs because we have found a very satisfy- 
ing life’s work; we belong to this organization be- 
cause it enhances and enriches our careers—indeed 
I have met several members who, having been dis- 
couraged because of a disillusioning work ex- 
perience have, nevertheless, stayed in the medical 
assisting field because of the medical assisting or- 
ganization. This is an important point to consider. 

Last year in a statistical course I learned that if 
one is going to investigate a statement or premise, 
such as “smoking causes cancer,” he must also in- 
vestigate the reverse; that is: “cancer causes smok- 
ing.” This is to eliminate bias. 

Therefore, let us ask those who doubt us and say 
we are likely to become a union to give serious 
thought to this statement: Members of the C.M.A.A. 
are those persons least likely to join a union. Being 
every bit as individualistic as our employers, we 
neither need, nor want one! 

Let me leave you with this bit of inspiration from 
Dean Alfange: 

I do not choose to be a common man. 

It is my right to be uncommon—if I can. 

I seek opportunity—not security. 

I do not wish to be a kept citizen, humble and dulled 

by having the state look after me. 

I want to take the calculated risk; to dream and to 
build, to fail and to succeed. 

I refuse to barter incentive for a dole. 

I prefer the challenges of life to the guaranteed exist- 
ence; the thrill of fulfillment to the stale calm of 
Utopia. 

I will not trade freedom for beneficence, nor my dig- 
nity for a handout. 

I will never cower before any master nor bend to any 
threat. 

It is my heritage to stand erect, proud and unafraid; 


to think and act for myself; enjoy the benefits of my 
creations and to face the world boldly and say, 


“This I have done.” 


693 Sutter Street, Suite 205, San Francisco 2. 
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Cirrhosis of the Liver 


Clinical Course in 2,377 Patients at San Francisco General Hospital 


F. WILLIAM BLAISDELL, M.D., and ROY COHN, M.D., San Francisco 


KNOWLEDGE of the natural history of Laennec’s 
cirrhosis is necessary in the evaluation and selection 
of patients with portal hypertension for decom- 
pressive operation.* The incidence of cirrhosis of 
the liver in which gastrointestinal bleeding occurs 
should be well documented and the significance of 
bleeding as a cause of death in cirrhosis should be 
known. To help in evaluation of surgical treatment, 
records of the clinical course of patients who have 
survived one or more episodes of gastrointestinal 
bleeding should be available for comparison with 
corresponding data on patients who have had 
‘decompressive operations. While there are good 
series already reported in the literature,* many of 
them are reports from the preantibiotic era and 
most do not classify the cases according to op- 
erability or severity of the cirrhosis. 

In a previous study of the natural history of 
the disease in a special group of good risk patients 
following the first massive hemorrhage, the records 
of 2,377 cirrhotics admitted to San Francisco Gen- 
eral Hospital during the years 1947-1957 were 
reviewed.* Now additional data on the natural his- 
tory of the disease in this group as a whole are 
herein reported. The presenting symptom was noted 
as was the cause of death in 1,054 cases during this 
period. The incidence of gastrointestinal hemor- 
rhage is recorded as well as the survival rates 
following the first and subsequent hemorrhages. 
The survival of the entire group of gastrointestinal 
bleeders was compared with that of the previously 
reported group who represented good risk candi- 
dates for surgical operation. 

In the ten-year period under study there were 
4,159 admissions of patients with a clinical diag- 
nosis of Laennec’s cirrhosis. The total was made 
up of 2,776 admissions primarily for cirrhosis or 
complications thereof, 515 for alcoholism with an 
incidental diagnosis of cirrhosis, and 869 for other 
reasons (heart disease, tuberculosis, infections) 
with cirrhosis as a secondary diagnosis. 

From the Stanford University Surgical Service and the San 


Francisco General Hospital Unit of the Department of Public 
Health, San Francisco 10. 


Aided in part by Grant 2278, U. S. Public Health Service. 
Submitted December 7, 1960. 
*References 1, 4, 5, 6, 9, 10. 


VOL. 94, NO. 6 + JUNE 1961 


@ The records of 2,377 patients with Laennec’s 
cirrhosis were reviewed for the period 1947- 
1957. The chief presenting symptom was ascites 
in 46 per cent, bleeding in 23 per cent, coma in 
18 per cent, jaundice in 9 per cent, and both 
jaundice and ascites in 4 per cent. Nearly half 
of the patients died during the period under 
study—one-third from hepatic failure, one-third 
from gastrointestinal bleeding, and one-third 
from other causes, most of which were related to 
alcoholism. 

Massive gastrointestinal bleeding occurred in 
21 per cent of the patients at some time in their 
clinical course, and in the 10 per cent of these 
in whom ulcer was demonstrated, one-fifth died 
as a result of the hemorrhage. Of those pre- 
sumed to be bleeding from esophageal varices, 
64 per cent died at the first hemorrhage and 10 
per cent at subsequent hemorrhages; 85 per cent 
of all those who bled from varices were dead at 
the end of one year, and 91 per cent were dead 
at the end of three years. 

The survival curve of a group of patients who 
bled once and were good operative risks but had 
received no operative treatment was compared to 
the survival curve for entire group who survived 
the first hemorrhage. The three-year survival in 
the good risk group was 47 per cent; for the 
group as a whole it was 30 per cent. The differ- 
ence in mortality rate was primarily due to an 
increased number of deaths from hepatic failure 
in the combined group, whereas 60 per cent of 
the good risk group died of recurrent gastro- 
intestinal hemorrhage. 

As 86 per cent of those who were to die of 
gastrointestinal bleeding did so at the first hem- 
orrhage, it was concluded that any decided im- 
provement in the salvage rate achievable by 
operation must come from some means of diag- 
nostic forecast of the likelihood of bleeding, with 
resort to prophylactic operation in such cases. 


The diagnosis was made clinically on the basis 
of the presence of a palpable nodular liver, jaun- 
dice or ascites, a history of cirrhosis, abnormal liver 
function studies and almost universal evidence of 
alcoholism. In many instances the diagnosis was 
confirmed by needle biopsy of the liver, by surgical 
operation or by autopsy. 

The chief presenting symptoms in patients ad- 
mitted because of cirrhosis were ascites in 46 per 
cent, bleeding in 23 per cent, coma in 18 per cent, 
jaundice in 9 per cent, and both ascites and jaundice 
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TABLE 1.—Cause of Death in 1,054 Patients with Cirrhosis of the 
Liver 


Total Autopsy 
Cause No. Per Cent No. Per Cent 


Hepatic failure 175 36 
G-I bleeding 149 30 
Miscellaneous 165 34 
Trauma 36 7 
Heart disease 19 4 
Infection 17 3 
Tuberculosis 16 
Malignancy 14 
Hepatoma ll 
Cerebrovascular accident 1l 
Peptic ulcer 8 
Renal failure 8 
Paracentesis complications 7 
Pancreatitis S 
Poisoning 3 

2 

8 


in 4 per cent. Abdominal pain was rarely the chief 
complaint or reason for admission. 

Nearly 50 per cent (1,054) of the patients died 
during the period under study and in 46 per cent 
of the cases the cause of death was verified by 
autopsy (Table 1). Hepatic failure was the cause 
of death in over one-third, gastrointestinal bleeding 
accounted for one-third, and other causes nearly 
one-third. Infections were not responsible for as 
many deaths (only 3 per cent of cases in which 
autopsy was done) in the present study as has been 
reported by other investigators,®*1! perhaps due 
to the advent of antibiotics since those earlier 
reports. 

Two-thirds of the deaths in the miscellaneous 
group would be considered to be directly related 
to alcoholism, malnutrition or cirrhosis, being due 
to such things as trauma, pneumonia, tuberculosis, 
infections and beriberi. There were seven deaths 
as a result of paracentesis complications (from 
hemorrhage and peritonitis) but it is of interest 
that there were no fatal complications from needle 
biopsy of the liver, which was used frequently to 
confirm the clinical diagnosis. 


Of the 2,377 patients, 507 (21 per cent) had a 
major gastrointestinal hemorrhage during the period 
under study. In 51 patients (10 per cent) peptic 
ulcer was thought to be the cause of the bleeding, 
with verification by gastrointestinal x-ray exam- 
ination, surgical operation or autopsy. Eleven of the 
patients with bleeding ulcer and cirrhosis died as 
a result of the hemorrhage, a 22 per cent mortality 
in this group. 

The remaining 456 patients were presumed to 
have esophageal varices. This diagnosis was made 
by demonstrating varices by x-ray study, esopha- 
goscopic examination, surgical operation or au- 
topsy, by response to balloon tamponade or by 
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Chart 1.—Overall survival of: patients with cirrhosis 
who had bleeding. 
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Chart 2.—Survival of patients with cirrhosis who sur- 
vived the first hemorrhage. 


exclusion of other possible causes of bleeding. 
Sixty-four per cent of those with esophageal varices 
died as a direct result of the first hemorrhage, 7 
per cent at the second hemorrhage and 3 per cent 
at subsequent hemorrhages. Hence, of those who 
were to die as a result of bleeding, 86 per cent did 
so at the first hemorrhage. Of the entire group of 
patients who had hemorrhage, 85 per cent were 
dead at the end of one year, and only 9 per cent 
of the entire group were alive at the end of three 
years (Chart 1). 

In the group of 166 patients who survived the 
first episode of bleeding, 62 (40 per cent) had 
proven varices and met Linton’s criteria of op- 
erability.6 Of these, 22 underwent definitive opera- 
tions. We were able to keep track of 36 of the 40 
not operated on, and their survival rate was reported 
in a previous paper.‘ It is possible to chart the 
survival of 35 of these plus one in the previous lost 
group of four for a period of three years from the 
first major hemorrhage. This can be compared with 
the survival curve of the entire group of patients 
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with hepatic cirrhosis who survived the first hem- 
orrhage, dating from the onset of this first hemor- 
rhage (Chart 2). In the good risk group, 65 per 
cent were alive at the end of one year, 58 per cent 
at two years and 47 per cent at three years. In the 
group of bleeders as a whole, 51 per cent were 
alive at the end of one year, 38 per cent at two 
years and 30 per cent at three years. Of the 23 
patients in the good risk group who died during 
this period, 14 (60 per cent) died of gastrointes- 
tinal hemorrhage, and two died of hepatic failure. 


DISCUSSION 


That gastrointestinal bleeding is a significant 
cause of morbidity and mortality in Laennec’s cir- 
rhosis was underlined in this study. Bleeding was 
the chief complaint of 23 per cent of the patients 
with cirrhosis admitted to San Francisco General 
Hospital in the period under study. There was a 
10 per cent incidence of peptic ulcer as the cause of 
the bleeding in this series. This is similar to that 
of other observers: Swisher!® reported a 13.9 per 
cent incidence in his series, and in summarizing the 
reports in the literature he noted a 1.8 per cent to 25 
per cent incidence, with an average of 9 per cent, in 
patients with cirrhosis. The mortality of 22 per cent 
of the patients in the present series who had bleeding 
ulcer is similar to the 20 per cent reported by Lipp 
and Lipsitz.® 


Hemorrhage was the cause of death in nearly 
one-third of the patients who died during this period. 
It was even a more significant cause of death in 
the better risk group of patients. The cause of death 
for the entire group (regardless of whether autopsy 
was done) is given, as well as separate data for 
the autopsy group alone, because of Wallach’s'® 
observation that there was considerable disparity 


TABLE 2.—Incidence of Various Causes of Death in Present Series 
Compared with Series Reported by Other Investigators 


Wallach® Wallach" 
Cause of Death Autopsy Clinical 


Ratnoff™ 
and Patek 


Chase? 
et al. 


SFGH 
Autopsy 


1. Hepatic 
failure 

2 Gk 
bleeding... 21% 

3. Infections..... 20% 


ecu BODO 30% 32% 44% 36% 


28% 
15% 


22% 38% 30% 
17% 9% 3% 


Number of 


603 213 66 489 


between clinical and autopsy series as to cause_of 
death. The cause of death in Wallach’s and other 
large series was compared (Table 2) and our 
autopsy series was in closest agreement with 
Wallach’s combined clinical series. 

The survival curve (Chart 2) for the good sur- 
gical risk group was compared with that of the 
entire group of patients with cirrhosis who survived 
the first hemorrhage. We believe that the survival 
curve for good surgical risks is the one that should 
be used to compare with survival curves of patients 
undergoing shunting procedures, for many of the 
other patients in the group would never have been 
considered operable. In fact, the difference in sur- 
vival at three years (47 per cent in the good risk 
group versus 30 per cent in the combined group) 
was primarily due to an increase in deaths from 
hepatic failure rather than from gastrointestinal 
hemorrhage in the combined group. In the good 
risk group surviving the first hemorrhage, another 
major bleeding episode accounted for 60 per cent 
of the deaths in the three year follow-up,* whereas 
fewer than 10 per cent of the deaths were due to 
hepatic failure. 


There are many problems in attempting to deter- 
mine the effect of operation on the prolongation of 
life and the prevention of hemorrhage in cirrhosis. 
Among them is the difficulty in following alcoholic 
patients as well as the variations in the clinical 
pattern of the disease in different institutions, Our 
findings of a 21 per cent incidence of gastrointes- 
tinal hemorrhage in this ten-year period is generally 
similar to other groups (Table 3). However, mor- 
tality from the first hemorrhage varies considerably. 
The 64 per cent mortality from the first hemor- 
rhage in the present series is similar to that of 
Nachlas,!° who reported a 60 per cent mortality at 
the Boston City Hospital, while Sheehy? at the 
Brooke Army Hospital reported 35 per cent. These 
are undoubtedly accurate reflections of the death 
rate in the respective types of patients treated 
(indigent versus Army personnel). Mortality in 
bleeding varices in the first year is high in all 
series. It varied from 50 per cent to 85 per cent 
(Table 3). This high mortality from gastrointestinal 
bleeding in patients with cirrhosis of the liver is 
used as an argument in favor of shunting proce- 
dures, and the mortality in the present series—85 
per cent in the first year following the first massive 


TABLE 3.—Data on Incidence of Gastrointestinal Bleeding and Mortality Rates in Various Series of Patients with Hepatic Cirrhosis 


Incidence bleeding in cirrhosis 
Mortality from first hemorrhage 
Mortality in G-I bleeders at 1 year 
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Boston 


Mayo 
City” 


Clinie® 
16% 
50% 


New York Indiana 
Hospitals" V.A.4 


Brooke 
Army” 
27% 
33% 
70% 


32% 
50% 
69% 


35% 
52% 


59% 
72% 


355 





bleeding—can be so used. Actually however, unless 
operation were done before hemorrhage occurred 
or were highly successful if done immediately after 
the onset of hemorrhage, these drastic mortality 
figures would not be affected appreciably, as 64 
per cent of those bleeding massively died at the 
time of the first hemorrhage—making up 86 per 
cent of those who were to die of gastrointestinal 
hemorrhage on this or subsequent bleeding episodes. 
Of 456 patients presumably bleeding from varices, 
only 62 of the 166 survivors of the first hemorrhage 
appeared to be reasonable risks for shunting pro- 
cedures. 

The problem in salvage of patients with cirrhosis 
who have bleeding varices insofar as surgical de- 
compression of the portal tree is concerned would 
seem to lie in prevention of the first hemorrhage, 
as mortality figures will not be altered very much 
unless hemorrhage is prevented or a much more 
effective treatment of hemorrhage is devised. Thus 
it would seem that operation could most effectively 
be applied if it were possible to predict which of the 
patients would have gastrointestinal bleeding. We 
have tried esophagoscopy, routine x-ray study of 
the gastrointestinal tract for varices and, at present, 
even routine determination of splenic pulp pressures 
in an attempt to predict which patients are apt to 
bleed, but as yet we have been unable to do so. 
The answer is certainly not an operation on all 
patients with hepatic cirrhosis, as in San Francisco 


it would prove to be an overwhelming task and 
theoretically would not be of benefit to more than 
one-fifth of the entire group. 


Veterans Administration Hospital, 42nd Avenue and Clement Street, 
San Francisco 21 ( Blaisdell). 
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Cushing’s Syndrome 


ALLAN B. WILKINSON, M.D., Glendale 


In A sTUDY of cases of Cushing’s syndrome at the 
Los Angeles County General Hospital for the period 
1949-1958, it soon became apparent that diagnosis 
and management, as yet not standardized, had 
changed considerably during this period. Newer 
diagnostic procedures, and availability of specific 
hormonal replacement therapy both aid in early 
decisions regarding care of individual patients and 
eliminate the hopelessness which the diagnosis of 
Cushing’s syndrome formerly conveyed; but these 
changes have developed so rapidly that the previous 
ultraconservative approach persists. 

Since the brilliant observations of this symptom 
complex by Cushing in 1912,° and his case reports 
of “pituitary basophilism” in 1932,7° new concepts 
have arisen. It is interesting to note that in a recent 
paper in the Chinese Medical Journal, Wu and 
Wang give prior credit to Itsenko, stating that in 
1925 he had pointed out changes in the mesencepha- 
lon, pituitary and adrenals associated with the syn- 
drome.** They called the condition Itsenko-Cushing 
disease. Despite reports of cases in which the syn- 
drome was associated with adrenal disease, it was 
long felt to be primary in the pituitary, Present-day 
observers have come to accept the adrenals as the 
primary source of the steroid hormones that pro- 
duce the syndrome, whereas Cushing’s disease is the 
term used to indicate those cases in which adrenal 
hyperfunction appears to be secondary to basophilic 
changes of the pituitary. Many cases of the syn- 
drome have now been reported in which no evidence 
of pituitary disease can be found; which do not 
respond to the destruction or suppression of the 
pituitary, but respond to adequate ablation of the 
adrenal cortex. It is well known that both cortico- 
tropin and adrenal steroids can produce the syn- 
drome”® (acquired Cushing’s syndrome). 

Whether the process is initiated in the hypothala- 
mus, the pituitary or the adrenal cortex may be 
controversial, but there is now no doubt that the 
symptoms and signs in a given patient are due to 
adrenal cortical hyperfunction, and in this com- 
munication the latter term is used to indicate Cush- 
ing’s syndrome. 

The case records of 125 patients at the Los An- 
geles County General Hospital in whom Cushing’s 
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e@ Sixteen cases of verified Cushing’s syndrome, 
and twelve cases of probable Cushing’s syndrome 
were reviewed and data on them were compared 
with various reports on Cushing’s syndrome in 
the literature. 

The diagnosis hinges upon a high index of 
suspicion, and one or several of the major cri- 
teria may be lacking. 

Ultimate establishment of correct diagnosis 
should be based largely on the clinical features, 
although stimulation and suppression tests may 
help to confirm a clinical diagnosis. 

In well-established clinical cases, with border- 
line laboratory confirmation, exploration may 
be justified, especially if tests fail to identify a 
specific cause. 

In cases of adrenal cortical tumor, all patho- 
logical tissue should be removed if possible, with 
great care to support and stimulate the remain- 
ing atrophic adrenal gland during and follow- 
ing operation. 

In cases of bilateral adrenal cortical hyper- 
plasia, the problem is one of how much to re- 
move. At present most investigators advocate 
radical subtotal resection, leaving less than 10 
per cent of one side. 


disease or syndrome had been considered during the 
ten years 1949-1958 were reviewed, plus the records 
of two privately managed patients. No case was 
accepted as one of verified adrenal cortical hyper- 
function unless microscopic confirmation was ob- 
tained. There were 16 cases so verified. Microscopic 
examination of the pituitary was performed in all 
autopsied cases. In twelve additional cases many of 
the clinical stigmata of this syndrome as well as 
extensive laboratory confirmation were present, but 
neither surgical exploration nor autopsy was carried 
out. These were classified as probable cases of 
hyperfunction. The remaining 99 cases were not 
included in this review because they were either 
cases of acquired Cushing’s syndrome or related 
endocrine disturbances, or were misdiagnosed. 


DIAGNOSIS 


The syndrome of adrenal cortical hyperfunction 
varies greatly in severity and clinical manifestations. 
It is progressive, disabling and usually fatal in from 
two to fifteen years.*! Since if not treated the disease 
progresses slowly and inexorably to death from 
hypertension, infection or neoplasm, the urgency of 
early recognition and adequate surgical manage- 
ment is obvious. The more rapidly developing cases 
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TABLE 1.—Incidence of Diagnostic Criteria for Cushing's 
Syndrome in Verified Cases and Probable Cases in Present 
Series, and in Two Previously Reported Series 


Present Series 


16 Cases 12 Cases Previous Series 


Symptoms and Signs (Verified) (Probable) Plotz** Glenn” 


Weight gain 91% 97% 59% 
Change of appearance 100 75 oe 78 
Weakness or muscle 


Diabetes 

Hypertension 

Skin changes 

Altered sex function... 

Edema 

Repeated infection and 
poor healing 

Hirsutism 

Osteoporosis 

Psychic disturbances .. 

Elevated urinary 
steroids 


are more likely to be due to adrenal cortical malig- 
nant disease. The fact that the average case is 
diagnosed in the fourth decade of life stresses the 
need for consideration of this diagnosis in the 
younger hypertensive patients, 

The average age of patients with Cushing’s syn- 
drome in this series was 34 years. The youngest 
patient was 19 and the oldest 63. There were 13 
women and three men in the group with verified 
disease, comprising ten Caucasians, three Negroes 
and three Mexicans. The group of probable cases 
duplicated these proportions and ages. 

This review confirms the paramount relation be- 
tween symptomatology and final diagnosis, despite 
missing factors and unpredictable laboratory find- 
ings. Adrenal cortical hyperfunction is characterized 
by well-established symptoms and signs, yet is con- 
fusing in that few of these components are constant. 
Table 1 indicates the relative frequency of various 
findings in both the proven and probable cases in 
the present series as compared with two previously 
reported series, Although it is noted that hyperten- 
sion, diabetes, weakness and skin changes occur 
frequently, these symptoms are not essential to diag- 
nosis, whereas centripetal obesity and changes of 
appearance occurred consistently in the proven cases 
in the present series and rank high in frequency in 
others. Somewhat less frequent but striking manifes- 
tations of the syndrome are hirsutism, altered sex 
function, osteoporosis, edema, psychic disturbances 
and repeated infections. Presenting complaints aris- 
ing from hydradenitis suppurativa, acne and kera- 
tosis pillaris have been noted in many cases. Aside 
from change of appearance, profound weakness 
ranks high in importance to the patient (see Fig- 
ure 1). 

After careful comparison of the incidence of man- 
ifestations in proven cases with the incidence in 
suspected cases, one may attempt to draw some 
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Figure 1.—Pre- and postoperative appearance in a case 
of adrenal cortical hyperfunction. Note fading of striae, 
fading of flush, and disappearance of acne and keratosis. 
Loss of weight and disappearance of edema also occurred, 
with reduction of blood pressure from 190/115 to 150/95 
mm. of mercury. 


conclusions. Diabetes does not occur consistently, 
and when found may be very mild, indicated only 
by alteration in the glucose tolerance curve. Os- 
teoporosis occurs even less frequently, or later in 
the disease. Amenorrhea, loss of libido and im- 
potence are also less frequent manifestations and 
may occur late. These manifestations, any of which 
might cause a patient to consult a physician, are 
less frequent in patients who are not surgically 
treated, the infrequency perhaps explaining why 
the disease does not come to medical attention, 
diagnosis and operation. 

The poor operative results in the days before 
adequate replacement hormones became available re- 
sulted in an attitude of reluctance to resort to surgi- 
cal exploration, an attitude that remains even today. 
In several cases in the present study in which opera- 
tion was not done, there now would seem to have 
been sufficient clinical and laboratory evidence to 
justify exploration. 

In both the proven and the unproven groups of 
cases, psychic disturbances, involving half the pa- 
tients, caused major problems in both diagnosis 
and treatment. Among the verified cases, two pa- 
tients could not have completion of treatment due 
to major psychosis, and in two cases death was 
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closely related to psychotic behavior—in one case 
between operative stages and in the other after 
apparently adequate adrenalectomy, This problem 
has also been recognized in the psychiatric lit- 
erature.”* 


LABORATORY CONFIRMATION 


The diagnosis is reasonably confirmed by deter- 
mining the levels of adrenal cortical steroids in 
plasma and of their metabolites in urine, the latter 
being much more practical. The complex group of 
steroid molecules isolated are of two principal types: 
The androgens, or 17-ketosteroids, and the gluco- 
corticoids, or 17-ketogenic steroids.1+:? Levels of 
these substances to be expected in various categories 
have been described in detail.* In the proven cases 
in the present study, they were elevated in all pa- 
tients, with the possible exception of two who died 
before tests could be done. Studies were done many 
times in each of the unverified cases, and were 
elevated on one or more occasions in 67 per cent 
of them: Often in cases that appear clinically to be 
adrenal cortical hyperfunction and in which urinary 
steroids are elevated, an attempt is made to deter- 
mine which of several basic pathologic changes may 
be the cause by stimulating steroid output with 
corticotropin.t The basic premise follows: Hyper- 
plastic adrenals stimulated by giving corticotropin 
(ACTH) intravenously may produce even higher 
steroid levels; if the overactivity is due to adenoma, 
only slight to moderate increase in steroid produc- 
tion may be anticipated; if adrenal cortical car- 
cinoma is the cause of the syndrome, steroid 
production is at a maximum, and there should be 
no further response to stimulation. In some of the 
cases tested thus in this series, as in others, the 
results were inconclusive. In one case, the 17-keto- 
steroids responded to ACTH in the range expected 
of hyperplasia (30.8 mg. to 53.5 mg.), whereas the 
17-ketogenic steroid response was very slight, as in 
the range of adenoma or even carcinoma (53.2 mg. 
to 58.9 mg.). At operation, this patient was found 
to have nodular hyperplasia of the adrenal cortices. 
In another case, response was in the range expected 
for hyperplasia (29 mg. to 73 mg.), yet the patient 
had a well-encapsulated adenoma consisting of both 
zona glomerulosa and zona fasciculata elements. 
In yet another case, mixed adenoma and cortical 
hyperplasia were found after stimulation response 
had been high. As in some other series, the sup- 
pression test, using 9-alpha-fluorohydrocortisone, 
was inconclusive when tried.1* Contradictory find- 
ings tend to reinforce the opinion that accurate 
differentiation of the underlying pathologic process 
can best be obtained by surgical exploration. 


*References 9, 13, 19, 21, 28, 32, 33. 
tReferences 2, 13, 16, 18, 19, 21, 22, 27, 28. 
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Blood chemistry studies were done routinely. Hy- 
pokalemia or hypernatremia were found in some of 
the more seriously ill patients. Results of glucose 
tolerance tests done on most cases ranged from 
normal in three to varying alterations in the curve 
in the others, with very severe diabetes in three. 
Polycythemia, lymphopenia and eosinopenia were 
inconstant findings. 

Corroborative x-ray studies were done on all 
patients who were well enough to be examined. As 
anticipated, skull and sella turcica studies showed 
no abnormality (except for osteoporotic changes in 
the sella in some cases) because even when pituitary 
basophilic adenomata are found, they are not large 
tumors. As in other recent studies, intravenous 
pyelograms, air contrast studies, and other special 
studies were of some help in diagnosis when a large 
adrenal tumor was present, although in one case 
inconclusive evidence of tumor led to exploration 
of the wrong side first. 


THERAPY AND RESULTS 


Recent trends back to Cushing’s original concept, 
postulating a corticotropin-potentiating hormone 
from the pituitary or hypothalamus.'*7" are rein- 
forced by the remissions obtained after irradiation 
or electrodesiccation of the pituitary in 25 to 30 
per cent of patients so treated. The present series 
included three cases in which adrenal operation was 
ultimately required after transient remission had 
followed pituitary irradiation. 

Walter (cited by Glenn and Horwith’®) discussed 
direct attack on the adrenals in a case reported in 
1923, in which an adrenal cortical carcinoma was 
removed resulting in death due to atrophy”® of the 
remaining adrenal. In 1933 Nafiziger (cited by 
Glenn and Horwith'®) described the first case in 
which operation was successful: Remission for a 
year after hypophysectomy, and then a second im- 
provement after partial adrenalectomy. The earliest 
adrenal resection for Cushing’s syndrome among 
patients in the present series was successfully car- 
ried out in 1934, with recurrence developing in 
later years. 

Adrenal operations were done on 13 patients in 
this series. Successful results with at least partial 
relief from major signs and symptoms occurred in 
seven. Of these, two completed pregnancy with some 
replacement therapy; two required maintenance 
therapy and three required supplemental therapy 
during illness. As previously described, normoten- 
sion occurred in less than one-half of the otherwise 
favorable results, although reduction of blood pres- 
sure occurred in all.1%3° One 34-year-old man at 
the time of the present report had been in remission 
for three years after bilateral subtotal resection, 
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with reduction of blood pressure, return of strength, 
loss of weight and improved sexual function. After 
subtotal resection (90 per cent) of one of the 
adrenals, which were very hyperplastic (11 gm. and 
16 gm., respectively), he did not desire total ad- 
renalectomy of the second side. Since we could not 
be sure of the blood supply of the remnant of the 
first side, we could not insist on total ablation of 
the second side. This intelligent patient preferred to 
face the possibility of a third operative procedure 
than to have replacement therapy for the remainder 
of his life. Hence, approximately 90 per cent of the 
second side was removed. After good remission of 
two years, this patient was having trouble with 
recurrent infections at the time of this report, with 
some return of facial edema, although urinary ster- 
oids were not elevated as yet.* Newer studies for 
diurnal changes in plasma steroid levels may be 
useful.*" 

Of the remaining six cases in which operation 
was done, two died of cortical carcinoma; one, 
with persistent depression and diabetes, died of 
insulin shock at home; one died of cardiac arrest 
during closure of the second side (in the “pre- 
steroid” period) ; and two have had remission and 
exacerbations under medical management, following 
removal of one adrenal gland, but operation on 
the other side has been postponed, partially because 
of psychic disturbances. 

Three patients were too ill for operation on 
admission, although psychotic behavior in one of 
them prevented a second operation after the first 
stage had been done elsewhere. These patients had 
been under study for long periods, elsewhere, for 
hypertension and diabetes. 

Therapy must be based upon symptoms, signs 
and laboratory confirmation. If results of some of 
the more complicated laboratory procedures are 
contradictory, prolonged disability and death may 
be averted by early surgical exploration. If a tumor 
is found, it should be completely removed if possi- 
ble, with careful replacement therapy, since the 
remaining gland may be atrophic. If hyperplastic 
cortex is found, less than 10 per cent of one side 
should be left in situ; and replacement therapy is 
then needed for only a short time. Those who ad- 
vocate total removal must accept much greater 
problems in care for life, and even problems with 
secondary development of pituitary tumors, and 
major problems of pigmentation.’° Many believe 
that the patient’s endogenous hormones will carry 
him through better than can exogenous supplements. 

When apparently normal adrenals are found, hy- 

*Since this material was presented for publication, this man’s uri- 
nary steroids have become elevated, and have responded to ACTH 
stimulation. At recent operation, 6 gm. of hyperplastic adrenal tissue 
was remo from the left side, with results satisfactory to date. No 


adrenal tissue was found on the right side. (Bilateral exploration, 
anterior approach. ) 
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Figure 2.—Gross specimen: 90 per cent of one adrenal 
(left) showing “nodular-hyperplasia.” 


Figure 3.—Atrophic adrenal gland, showing all layers 
both above and below the central medulla (X20). 


Figure 4.—Nodular hyperplasia. Pronounced zona fasci- 
culata hyperplasia plus adenoma-like bodies of same cell 
types (X25). 


perfunction cannot be ruled out, and surgical treat- 
ment should parallel that for hyperplasia. Other 
investigators have reported microscopically normal 
adrenals in cases of established adrenal: cortical 
hyperfunction. Where subtotal resection is practiced, 
the amount of tissue to be removed has been a 
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Figure 5.—3 cm. cortical adenoma, sectioned (at top of 
picture). Remaining adrenal was atrophic. 


problem. Cope and Raker,* and others, liken this 
problem to the achievement of adequate subtotal 
resection in thyroidectomy for hyperthyroidism. 
They believe that subtotal removal of hyperplastic 
adrenals is best, but should be relatively more 
radical than in thyroid resection. Where adenoma 
or carcinoma of the adrenal cortex is causing the 
syndrome, this problem is considerably simplified. 

In one remarkable case the patient, a woman, 
has been under study and care for 25 years, span- 
ning almost the entire era of knowledge of this 
disease. In 1934, half of the left adrenal was re- 
moved for a small tumor that was described as 
“hypernephroma or adenoma” by the pathologist. 
Symptoms improved for a time, then returned. In 
1935, half of the right adrenal was removed, and 
the tissue was considered “normal.” In 1941, upon 
development of obvious signs of adrenal cortical 
hyperfunction, a large left adrenal gland containing 
“numerous cortical adenomata” was removed and 
the patient’s weight returned to normal and menses 
resumed. In 1947, urinary ketosteroids were normal 
by the Zimmerman reaction, but there were many 
of the stigmata of Cushing’s syndrome (frequent 
infections, hirsutism, weight gain, buffalo hump, 
osteoporosis, mild diabetes). After studies in 1953, 
in which hyperfunction was again apparent, the 
patient was lost to follow-up. 
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Figure 6.—Basophilic adenoma of anterior pituitary 
(X25). (These are considered by some observers to be 
incidental findings.) 


PATHOLOGY 


In the 16 cases of Cushing’s syndrome in the 
present series there were five cases of adrenal cor- 
tical hyperplasia alone; two cases having nodular 
hyperplasia with adenoma-like bodies; five cases 
with discrete cortical adenomata (in which remain- 
ing adrenal was atrophic); two cases of cortical 
carcinoma; and two cases with apparently normal 
adrenal cortex (although one of the patients refused 
operation on the alternate side). All the 13 women 
had benign disease, whereas two of the three men 
had carcinoma, (See Figures 2 to 5.) 


Pituitary basophilism cannot be positively estab- 
lished without autopsy or hypophysectomy, for 
the diagnosis depends on increased numbers of 
basophilic cells, basophilic adenomata or Crooke’s 
changes.® Of the seven patients upon whom autopsy 
was done, two had minute basophilic adenomata, 
with pronounced adrenal-cortical hyperplasia; one 
(Figure 6) had a basophilic adenoma and an adre- 
nal-cortical adenoma; one, described as pituitary 
basophilism, had cortical hyperplasia. Of the three 
cases showing no pituitary changes, two had adrenal 
cortical carcinoma and one had pronounced nodular 
hyperplasia bilaterally. The first four cases, de- 
scribed above, having combined pathologic changes, 
might be classified as Cushing’s disease, rather 
than syndrome. The third case contradicts the opin- 
ion of those who have stated that only cortical 
hyperplasia results from pituitary basophilic stimu- 
lation. However, some observers believe that the 
minute pituitary basophilic adenomata may be 
incidental findings.’° In seven cases in which patho- 
logical study of the ovaries was done, “Stein- 
Levinthol” ovaries were not reported, as in other 
recent studies.1° 

Attempts are being made to correlate sympto- 
matology and severity of the syndrome with the 
zonal or cellular pattern of the cortical tissue ex- 
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amined.'!2 When distinctions were made by the 
pathologist, hypertrophy (or hyperplasia) of the 
zona fasciculata was most frequently pointed out. 
Other investigators consider Cushing’s syndrome to 
be a manifestation of pan-hypercorticalism and 
have expressed the opinion that, in a given case, all 
layers and all secretions of the adrenal cortex are 
involved. Certainly, this is not borne out by the 
cases in which no diabetes is present, or in others 
in which there is no hypertension, fluid retention 
or sodium retention, and no excessive loss of potas- 
sium. An even newer concept, based on microchemi- 
cal, histochemical and perfusion studies of the 
adrenal cortex, is proffered by Symington and 
coworkers.®® They seem to have proven that the 
zona reticularis and zona fasciculata should not be 
considered as separate functional zones. They ex- 
pressed belief that the inner zone is the active 
secreting zone for corticoids and androgens arising 
from acetate and cholesterol, while the fasciculate 
zone stores these and other necessary precursors and 
enzymes. The glomerular zone would then be for 
storage or release. They believe that ACTH acts 
directly on the zona reticularis cells first. Variations 
in appearance of the three zonal cell types under 
different circumstances would thus be manifestations 
of relative activity or depletion. 

Regardless of these research considerations, it 
is widely accepted that at least 95 per cent of all 
cortical tissue should be removed, and this is 


achieved surgically only by leaving in situ 10 per 
cent or less of one entire adrenal gland. 
540 North Central Avenue, Glendale 3. 
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Ototoxic Antibiotics 


JAMES L. SHEEHY, M.D., Los Angeles 


THERE IS NO KNOWN TREATMENT for the loss of 
hearing that may result from the use of neomycin, 
kanamycin, dihydrostreptomycin or streptomycin. 
Frequently the loss is such that a hearing aid cannot 
help, and sometimes total deafness results. Losses 
so caused are continuing to occur, and, in the case 
of dihydrostreptomycin, the prescribing physician 
may not know of it, owing to the latent period of 
months between treatment and the onset of hearing 
loss, 

I have observed 26 cases of loss of hearing due 
to these drugs (Table 1). All but three of them 
occurred within the last four years. Twenty were 
associated with dihydrostreptomycin therapy, four 
with neomycin and two with kanamycin. In eight 
of the cases associated with dihydrostreptomycin 
therapy, the antibiotic was used in treatment of a 
cold. Two of these patients are totally deaf and 
six are helped so little by a hearing aid that they 
are for all practical purposes deaf. 


THE STREPTOMYCES ANTIBIOTICS 


The streptomyces antibiotics include streptomycin 
and its reduction product dihydrostreptomycin, 
neomycin and kanamycin. As a family, these drugs 
have certain properties in common: They must be 
injected to be effective systemically; they are ex- 
creted by the kidney; they are ototoxic; and in the 
case of neomycin and kanamycin, they are nephro- 
toxic. The dangers of ototoxicity are obviously in- 
creased if there is impaired renal function, and this 
may develop during therapy with neomycin and 
kanamycin. 


STREPTOMYCIN AND DIHYDROSTREPTOMYCIN 


The ototoxicity of streptomycin and dihydrostrep- 
tomycin was recognized soon after the introduction 
of these drugs in the treatment of tuberculosis.’ 
Although either drug will cause loss of hearing if 
used in a sufficient dosage over a long enough period, 
there is a predilection for vestibular toxicity with 
the use of streptomycin and auditory toxicity with 
the use of dihydrostreptomycin (Table 2). Vestibular 
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e@ Shortly after the introduction of streptomycin 
and dihydrostreptomycin in the treatment of tu- 
berculosis, irreversible perceptive hearing losses 
were noted as a side effect. Although hearing 
loss became less of a problem when reduced 
dosage schedules were adopted, the more wide- 
spread use of these drugs, often in combinations 
with other antibiotics, in nontuberculous disease 
has caused an increase in hearing loss in the last 
few years. Neomycin and kanamycin share this 
ototoxic property. Widespread use of these drugs 
is resulting in loss of hearing in a significant 
number of cases. 


dysfunction (vertigo) becomes manifest during 
therapy with streptomycin and is reversible with 
discontinuation of therapy. In the case of dihydro- 
streptomycin, loss of hearing and tinnitus become 
apparent after a latent period of two to six months, 
are progressive and irreversible. Because of the 
disposition of dihydrostreptomycin to cause irre- 
versible hearing loss and considering the latent 
period, it was recommended as early as 1951? that 
dihydrostreptomycin not be used, either. alone or 
in combination with other antibiotics. Where one 
of these drugs is indicated, streptomycin, which has 
the same antibacterial spectrum, should be used. 

Unfortunately, the combination drugs on the mar- 
ket up until the latter part of 1959 contained 
dihydrostreptomycin rather than, or along with, 
streptomycin. These drugs were Bicillimycin,® 
Cillimycin,® Combiotic,® Crysdimycin,® Dicrysti- 
cin,® Dihydrocillin,® Districillin,® Durycin,® S-R-D 
Penicillin® and Strocillin.® Most physicians who 
used these drugs were not aware that they contained 
dihydrostreptomycin, or, if they were aware of it, 
they were unaware of the ototoxic properties. 

It is true that dihydrostreptomycin has been used 
over prolonged periods in patients with tuberculosis 


TABLE 1.—Condition for Which Ototoxic Antibiotics Were Given 
in 25 Cases of Resulting Deafness 


Dihydro- 
Com- strepto- Neo- 
biotie* mycin mycin 


Kana- 
mycin 


Urinary infection 1 
Respiratory tract infection... 

Tuberculosis ¥ 
Pneumonia ‘eae 1 
Abdominal operation 


2 


*Crystallin procaine penicillin G, sodium penicillin G, and dihy- 
drostreptomycin sulfate. 
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TABLE 2.—Characteristics of Ototoxic Actions of Streptomycin and Dihydrostreptomycin 


Primary Site 


of Action Symptoms 


Vestibular 
Cochlear 


Streptomycin 
Dihydrostreptomycin 


Vertigo, tinnitus 


and loss of hearing has developed in only a small 
proportion of them. Recently, however, it has be- 
come apparent that in some patients a hearing loss 
has developed after a small dose,* presumably due 
to hypersensitivity. In one case 0.5 gm. appears to 
have caused a hearing loss.® In others the dose was 
as little as 1.5 gm.,5 2 gm.,* and 7 gm.” In some 
cases a moderate loss of hearing occurred from an 
initial course of dihydrostreptomycin and was fol- 
lowed by a severe loss after one injection at a later 
time. 

During the latter half of 1959, a number of hos- 
pitals in the Los Angeles area removed all of the 
above-mentioned combination drugs containing di- 
hydrostreptomycin from their pharmacies. Shortly 
thereafter, the drug houses supplying these antibiotic 
combinations began withdrawing them from the 
market, substituting a penicillin-streptomycin com- 
bination. It should be pointed out, however, that 
although combinations of this type are safer, they 
certainly are not entirely without risk of damage 
to the inner ear. 


NEOMYCIN 


Neomycin is a drug that has been used topically 
with great success in the control of many Gram- 
negative and Gram-positive infections. Because of 
renal and auditory toxicity, systemic use of it has 
been limited to patients in hospital with serious 
infections unresponsive to other antibacterial or 
chemotherapeutic agents.* Even when used in the 
usual therapeutic dose (15 mg. per kilogram of 
body weight per day) for more than ten days, 
renal and auditory dysfunction may develop.+ The 
nephrctoxic manifestations are said to be reversible, 
but the auditory symptoms are not. Most physicians 
seem to be aware of the nephrotoxic effects of this 
drug, but many have not been aware that it may 
cause serious deafness. 

Four cases of ototoxicity from neomycin have 
been observed (Table 1). In three of them the 
patient became totally deaf. The following case is 
typical of the findings in these cases: 

A 32-year-old nurse received 1 gm. of neomycin 
daily for two weeks while in hospital for treatment 
of pyelonephritis. During treatment she noted the 
onset of tinnitus and one week after the last dose 
of neoinycin a hearing loss developed that rapidly 
progressed to total deafness. 


*Case observed by the author. 
+Printed on package by the vendor. 
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Tinnitus, hearing loss 


Onset Course 


Reversible 
Progressive, irreversible 


During therapy 
Latent period of 2 to 6 months 


KANAMYCIN 


Kanamycin is a newer addition to the family of 
streptomyces drugs. Despite the ototoxicity of this 
drug,* it has been recommended by the manufac- 
turer for initial therapy in Staphylococcic infec- 
tions.t The potential seriousness of the problem, 
however, is manifest in the package description 
(Kantrex,® Bristol) with the drug: “Patients should 
be well hydrated during Kantrex® therapy. In 
patients with renal disease and impaired renal 
function, the daily dose should be reduced to avoid 
accumulation of drug in serum and tissues. In such 
patients if therapy is expected to last seven days or 
more, a pretreatment audiogram should be obtained 
and repeated during therapy. Kantrex® therapy 
should be stopped if tinnitus or subjective hearing 
loss develops or if follow-up audiograms show 
significant loss of high frequency response.” 

Two cases of ototoxicity from kanamycin treat- 
ment have been observed. In one, a moderately se- 
vere hearing loss developed after a daily dose of 1 
gm. for 15 days in the treatment of pneumonia. In 
the other a severe hearing loss developed: 

A 55-year-old physician was put in hospital with 
a urinary tract infection. He had a mild hearing 
loss, the result of dihydrostreptomycin therapy for 
tuberculosis two years previously. He was given 6 
gm. of kanamycin over a three-day period and 
shortly thereafter a severe (75 decibel) bilateral 
hearing loss developed. Because of the severity of 
the hearing loss, a hearing aid was useless to him. 


RECOMMENDATIONS 


1. In view of the ototoxicity of dihydrostreptomy- 
cin, and considering its latent period, this drug or 
drug combinations containing dihydrostreptomycin 
should not be used systemically. 


2. When systemic streptomycin therapy is in- 
dicated, therapy should be stopped at the first sign 
of ototoxicity (vertigo, tinnitus). If impaired renal 
function is present, a lower dosage schedule should 
be used. 

3. Kanamycin should be used only where sensi- 
tivity tests indicate that this is the drug of choice. 
In a poorly hydrated patient, or one with impaired 
renal function, reduced dosage should be used and 
then only with the realization by physician and 


tKantrex Injection (Bristol Laboratories, Inc., Syracuse, New 
York). Advertisement in J.A.M.A., 171, Dec. 12, 1959. 


CALIFORNIA MEDICINE 





patient of the possibility of irreversible hearing loss 
as the result of treatment. In such a patient, a pre- 
treatment audiogram should be obtained and treat- 
ment stopped at the first sign of ototoxicity as 
manifested by subjective complaints of tinnitus or 
hearing loss or evidence by audiogram of loss of 
hearing in the higher frequencies. 

4. The use of neomycin systemically should be 
limited to patients in hospital with a severe infection 
in whom no other drug is found to be effective. The 
benefits to be derived from treatment should be 
weighed against the possibility of severe loss of 
hearing. The patient should be made aware of the 
possibility of hearing loss as a result of the treat- 
ment and a pretreatment audiogram should be ob- 
tained. The patient should be observed carefully 
for tinnitus or hearing loss and for signs of impaired 
renal function. 

5. As new antibiotics are introduced, the oto- 
toxicity should be questioned in the case of any 
that are effective systemically only by injection. 

2122 West Third Street, Los Angeles 57. 
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Nasal Bleeding in Children 


ROBERT D. BURTON, M.D., Grand Rapids, Michigan 


NASAL BLEEDING in children is a problem frequently 
encountered in everyday practice by pediatricians, 
general practitioners and otolaryngologists. 


ETIOLOGY 


Nasal trauma from rubbing or picking the nose 
is often the cause of bleeding. Vigorous rubbing of 
the nose by children with allergic disease has re- 
ceived much attention recently. Walker!® reported 
that in over 70 per cent of a group of 60 children 

‘with nasal bleeding once a month or oftener, there 
was direct association between the bleeding and al- 
lergic disease. Supporting this finding of allergic 
rhinitis followed by vigorous nose rubbing, or the 
“allergic salute,” is the study of Girsh,* who ob- 
served recurrent nasal bleeding as a symptom in 55 
of 100 children with allergic disease who were care- 
fully followed in a large allergy clinic. 

Trauma from the habit of picking or vigorously 
blowing crusted nasal secretions often results in 
tearing away a small area of nasal epithelium and 
damaging an exposed blood vessel, usually a septal 
vessel, as the septum has a rich vascular network 
and the nostril is big enough to admit a finger. 


Not uncommonly, bleeding occurs at night while 
the child is asleep and nasal rubbing or trauma is 
not an immediate factor, which led Schulman® to 
suggest some alteration in circulatory dynamics as 
a cause. Dohlman® raised the question of other 
“endogenous factors” as causes for repeated bouts 
of nasal bleeding at night. Other causes to be kept 
in mind are the acute infectious processes such as 
coryza, measles, whooping cough, scarlet fever, 
rheumatic fever and influenza. 

Diseases of the blood-forming organs including 
aplastic anemia and the various forms of leukemia 
also are characterized by nasal bleeding. 

Deficiency diseases associated with nasal bleed- 
ing in children include vitamin C deficiency 
(scurvy) and vitamin K deficiency, which may occur 
in certain intestinal disorders and also in the new- 
born. 

Hemorrhagic disorders, such as the vascular pur- 
puras, thrombocytopenic purpura and the coagula- 
tion defects are also associated with bleeding from 
the nose. 

From the Department of Otolaryngology, Palo Alto Medical Clinic, 


Palo Alto. 
Submitted September 29, 1960. 
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@ Nasal bleeding is a frequent and distressing 
occurrence in childhood. Many causes of nasal 
bleeding in children are recognized but trauma 
seems to be involved in most cases. 

A small localized area on the septum is the 
usual site of bleeding. The salient items in con- 
trol of nasal bleeding are: (1) Position of the 
child, (2) application of pressure against the 
bleeding area and (3) formation and support 
of a clot. 


A rule of thumb to help determine whether a 
bleeding episode is the result of a systemic disease 
or is strictly localized to the nose is offered by 
Schulman: If “on careful history and physical ex- 
amination and family history, epistaxis proves to 
be the only manifestation of bleeding, it is most 
likely that the child does not have an underlying 
hemorrhagic disorder.” 

A blow on the nose of sufficient force to fracture 
the nasal bones will usually result in a tear in the 
nasal mucosa and profuse bleeding. 

Foreign bodies entering either by way of the 
nostrils or from the nasopharynx (as in coughing or 
vomiting) may cause bleeding from the nose. 

Malignant new growths of the nose and paranasal 
sinuses contain thin-walled vessels which may ulcer- 
ate and bleed.® Especially to be borne in mind is the 
profuse hemorrhage that can occur from naso- 
pharyngeal fibroma in childhood. 


ANATOMY 


Almost without exception the area involved in 
nasal bleeding in children is a well defined region 
on the septum. Although this area was first described 
by an American surgeon, James L. Little,* in 1879, 
a German laryngologist, W. Kiesselbach,® who pub- 
lished his observations in 1884, has generally been 
credited with the original investigation and his 
name has been associated with this region. 

As described by Little, the area spanned “about 
half an inch ... . from the lower edge of the middle 
of the column [septum].” Batson,! carried out in- 
jection studies and noted that the area is one of 
various sized arterioles, venous and capillary chan- 
nels which form a rich plexus. The major contribut- 
ing vessels are the nasopalatine branch of the 
sphenopalatine artery, the terminal branches of the 
descending palatine and superior labial arteries and 
the branches of the anterior and posterior ethmoidal 
arteries (Figure 1). 
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POSTERIOR ETHMOIDAL 


NASOPALATINE 
ARTERY 


ANTERIOR 
ETHMOIDAL ARTERY 


LITTLE'S AREA 


SUPERIOR 
LABIAL ARTERY 


INCISIVE BRANCH OF DESCENDING PALATINE ARTERY 


Figure 1.—Arterial supply of Little’s area on nasal septum. (Reproduced with permission from Ogura, J., and 


Senturia, B.7: Epistaxis, Laryngoscope, 59:743, July 1940). 


This area is within easy access of the exploring 
finger of the child and is the region of the septum 
most prone to trauma by forces either outside or just 
inside the nose. As the inspired air passing over 
this region has not as yet become warmed by the 
nasal turbinates to body temperature or humidified, 
it has a drying effect on this area of nasal mucosa, 
which tends to make crusts form quickly. Then if the 
crusts are removed by picking or by forceful blow- 
ing, a chain of events is begun which can bring 
about the erosion of one of the previously mentioned 
vessels, 


In a study of the cases of children with epistaxis 
admitted to Barnes Hospital and Children’s Hospital 
in St. Louis between 1928 and 1942, Ogura and 
Senturia’ noted that in all patients the area of 
bleeding was the anterior portion of the septum. 
Bleeding from the lateral wall of the nose or the 
posterior portion of the nasal septum is practically 
unheard of in children. 


TREATMENT 


There are three essential factors to remember in 
the treatment of any nasal bleeding, particularly in 
children: 

1. Position of the child. 

2. Application of pressure against the bleeding 
area. 

3. Formation and support of a clot. 
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In the first place, the position of the head should 
be upright, with a slightly forward tilt to prevent 
blood from entering the nasopharynx and pharynx 
lest it cause coughing and vomiting. The most com- 
mon error by the parent is to keep the child supine 
with the head raised slightly. This only keeps the 
blood out of sight. 


Pressure against the bleeding area can often be 
applied by the parent at home or while en route 
to a physician. As the area is about 1 to 2 cm. from 
the anterior edge of the septum, firm pressure can 
be applied with relative ease. All that is necessary 
is to compress the nasal alae with the thumb and 
forefinger against the septum for five minutes, then 
relax the pressure for a minute and apply it again, 
if bleeding continues. 


Formation of a clot often begins soon if proper 
position and application of pressure as described 
above have been carried out. If the clot is inade- 
quate, bleeding will soon begin again. If it does, 
light cautery may bring about adequate thrombosis. 
Possibly the more constant pressure afforded by an- 
terior nasal packing may be needed. 


The physician about to proceed with this third 
step should have direct visualization of the site of 
bleeding. If the bleeding has temporarily stopped, 
gently rubbing the anterior septal area with a cotton- 
tipped applicator will cause it to begin again enough 
for purposes of identification. Normal mucous mem- 


367 





brane, when gently wiped with such an applicator, 
does not bleed but a damaged vessel will.” 

Once the site of bleeding is located, a pledget of 
cotton with a topical anesthetic, such as 4 per cent 
cocaine, should be placed over the area to gain 
complete cooperation of the child by rendering any 
further nasal treatment painless. After the area is 
insensitive, the vessel or area can be lightly touched 
with a chromic acid bead, a silver nitrate stick or 
electrocautery. Since electrocautery may entail a 
frightening sound and appearance, chemical cautery 
is usually preferable. After cauterization, a small 
ball of cotton covered with petrolatum jelly is in- 
serted just inside the nostril to retard drying of the 
treated area and to keep the patient from touching 
it with a finger. Thereafter, a lubricating jelly such 
as petrolatum jelly or Neo-Cortef® Ointment may be 
applied once or twice daily for a week. 


Rarely are nasal packs necessary in children; but 
in cases of generalized bleeding from many points, 
as in leukemia or other conditions in which there 
is a coagulation defect, anterior, and occasionally 
posterior, packing is essential for control. 


Prophylactic antibiotics should be given to any 
child who requires nasal packing for longer than 
48 hours. 

515 Lakeside Drive S.E., Grand Rapids, Michigan. 
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The Etiology of Schizophrenia 


A Review 


ANTONIO J. FERREIRA, M.D., San Jose 


THE PSYCHIATRIC DISORDERS that fall under the diag- 
nostic label of schizophrenia represent instances of a 
concept largely based upon the descriptive formula- 
tions of Kraepelin, Bleuler and Adolf Meyer. Their 
descriptions of the “disease,” of its identifying char- 
acteristics and “symptoms” have remained practi- 
cally unchanged to this day. And yet schizophrenia, 
as a nosologic group, has lost much of its former 
clarity, for the boundary line that separates it, con- 
ceptually, from other psychiatric conditions has be- 
come, through the years, fuzzier and more and more 
indistinct. 


What causes schizophrenia is a question that has 
‘occupied the mind of every psychiatric researcher 
and theoretician for over half a century. Through 
successive and often overlapping cycles of proof and 
disproof, of argument and rebuttal, it has excited 
much controversy and posed many baffling queries. 
But for all that has been said and done, the etiology 
of schizophrenia still remains a vexingly obscure 
subject. In many ways, it seems that it has come to 
take the place of an old philosophical nut, the body- 
mind dualism, now expressed around a seemingly 
scientific entity, a “disease” whose incidence (1 per 
cent to 3 per cent of the whole population) astounds 
the imagination. Is schizophrenia an “organic” 
process brought about by some inimical agent, by 
some genetic alteration, by some endocrino-meta- 
bolic malfunction? Or is it a “functional” disorder, 
brought about through some kind of learning, as the 
end-result of human interactions to which the indi- 
vidual was exposed during his formative years? 
These are the questions in which the nature-nurture 
problem in the etiology of schizophrenia is generally 
expressed. Kraepelin had thought schizophrenia 
(which he addressed by the old name dementia prae- 
cox) to be either a degenerative disease of the brain 
or a metabolic intoxication leading on to auto-intox- 
ication. Bleuler saw schizophrenia as a toxic disease, 
with histopathologic features that he described and 
believed characteristic but which no one else could 
confirm. He admitted, however, to the importance 
of the psychological experiences in the life of the 
individual (memories), although only insofar as 
they contribute to “shape but not to cause the clini- 
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e@ The causes and the nature of the psychiatric 
disorder labeled schizophrenia remain vexingly 
obscure. Perhaps as an expression of a still ex- 
tant body-mind controversy, most of the experi- 
ments and statements made toward an elucida- 
tion of the problem follow one or the other of 
two opposing postulations: (a) That its origin 
is genetico-organic; (b) that it is environmental. 
In a review of the outstanding “facts” for either 
argument, it is notable that they presuppose not 
only a difference in theoretical frameworks, but 
two radically distinct outlooks. This is reflected 
in therapy, a field in which organicists and en- 
vironmentalists stand even further apart; the or- 
ganicist, relying heavily on electroshock and 
drugs, hopes to counteract a hypothetical body 
malfunction, and the environmentalist, through 
psychotherapy, attempts to make it possible for 
the patient to disentangle his own conflicting 
feelings and reaction patterns. 


Between the two an eclectic position seems 
hardly tenable. For, in spite of voluminous re- 
search and speculation, it has not been possible 
to build a bridge between the two camps and in- 
tegrate different outlooks which, at times, have 
brought psychiatry almost to the point of schism. 


cal picture.” Meyer regarded schizophrenia (which 
he preferred to call parergasia) as the end-result of 
faulty habits of reaction acquired in the early days 
of life, and leading on to a progressive maladapta- 
tion of the individual to his environment, culminat- 
ing in a situation of withdrawal from reality. 

In these three different etiologic conceptions of 
schizophrenia we find the birth of our present con- 
troversies and endeavors, for which the still extant 
philosophico-religious discomfort over the body- 
mind question might have been the cradle. 


At least since the days of Roger Bacon, in the 
thirteenth century, the scientific mind has always 
displayed a decisive preference for experiment over 
speculation. However, much of what has been said 
about the cause and the nature of schizophrenia has 
remained speculative and nondemonstrable; in this 
area, experiment has been slow and for the most 
part fruitless. With some arbitrariness, which un- 
doubtedly represents the reviewer’s inescapable bias, 
this communication will review the outstanding 
statements so far made about or relevant to the prob- 
lem of the cause of schizophrenia, and will give al- 
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most exclusive preference to those that in some sci- 
entifically acceptable way stem from experimental 
work. On the assumption that each one of these 
statements and experiments militates for, and is an 
expression of opposing theoretical approaches, the 
field of inquiry will be divided in two broad 
camps or arguments: (1) The “genetico-organic” 
argument, and (2) the “environmental” argument. 


THE GENETICO-ORGANIC ARGUMENT 


The argument that schizophrenia has a genetic 
and constitutional basis has been running strong 
since the early days of Kraepelin. Twenty years ago, 
Sheldon™™! gave the topic some popularity as he 
revitalized Kretschmer’s work on body typology. In 
extensive and systematic studies which attempted to 
combine body measurements and personality rat- 
ings, Sheldon came to conclude that a body-type 
which he called ectomorphic and an aggregate of 
personality traits which he called cerebrotonia were 
mildly correlated. Sheldon’s cerebrotonia was an 
approximate of what is usually referred to as schiz- 
oid personality. Sheldon’s work and conclusions 
have been much criticized,** and today they are 
looked upon as only a rather dubious contribution 
(if any at all) to our understanding of the genesis 
of schizophrenia. 

The findings of Kallmann**:** on twins have had a 
much greater importance: From statistical studies 
on the incidence of schizophrenia, Kallmann pointed 
out that the expectancy rate for schizophrenia in 
twins was 86 per cent for monozygotic twins as com- 
pared with 14 per cent for full siblings and dizygotic 
twins. The results in Kallmann’s work have been 
widely publicized and quoted. However, a critique 
of his work as recently undertaken by Jackson** has 
severely shaken its importance with the disclosure 
of several important weaknesses in his method, in 
his conclusions and even in his statistics. 


Meanwhile Kallmann’s conclusions had become 
quite influential. For instance, Bender,® from her 
clinical impressions of 626 children diagnosed as 
schizophrenic, defined childhood schizophrenia as 
an illness due to “a developmental lag of the bio- 
logical processes from which subsequent behavior 
evolves by maturation at an embryological level, 
characterized by an embryonic plasticity leading 
to anxiety and, secondarily to neurotic defense 
mechanisms.” 

Leaving behind Bender’s momentous “definition,” 
we turn our attention to those studies that aimed at 
investigating and demonstrating some specific alter- 
ation in the chemical contents of the body of schizo- 
phrenic persons. Generally speaking, biochemical 
research studies in schizophrenia have been carried 
along two general paths: (1) A group of studies at- 
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tempting to compare the chemical constituents of 
schizophrenic persons with the counterparts in suit- 
able controls, in search for a metabolic defect or 
deviation; and (2) another group of studies in 
which some fraction of the body fluid of a schizo- 
phrenic is administered to animals with the expec- 
tation of demonstrating some specific change in 
their behavior. 

The first group of studies has brought out a heap 
of voluminous and highly unconvincing “findings” 
which, characteristically, no one else seems quite 
able to confirm or duplicate. We will confine our- 
selves to the most spectacular and recent of them. 


In recent years, much of this kind of research 
has stemmed from observations about hallucinogenic 
(lysergic acid diethylamide, mescaline) and tran- 
quilizing drugs. Many of these drugs have a bio- 
chemical structure similar to that of serotonin, a 
substance which is believed to play some (yet un- 
known) role in the brain. Rinkel and coworkers,© 
noting the psychologic and autonomic changes that 
follow administration of lysergic acid diethylamide 
(LsD), postulated that the drug interferes with the 
normal function of a major enzyme system, and he 
commented that the clinical response seemed to in- 
dicate that the epinephrine cycle was involved. Thus, 
most studies have had to do with the role of serot- 
onin, the search for disturbances of enzyme systems 
and the investigation of hypothetical deviations in 
the epinephrine metabolism. 

Along these lines of investigation, a first thrill 
came when Gaddum”’ discovered that an hallucino- 
genic agent, the lysergic acid diethylamide (Lsp-25) , 
was a powerful antagonist of serotonin. It was then 
hypothesized that the normal functioning of the cen- 
tral nervous system depends upon a normal serotonin 
level. Soon afterward, Woolley and Shaw*® postu- 
lated that abnormalities in the functioning of the 
central nervous system might be associated with ei- 
ther a deficiency or an excess of serotonin. When 
Pletscher and coworkers indicated that the action 
of reserpine in the brain could be related, possibly, 
with a release of serotonin from its bound-state in 
the cell, Shaw and Woolley® advanced the view that 
cerebral serotonin played an etiologic role in schizo- 
phrenia. But this lead might have come to a halt: 
Turner and Mauss* investigated the levels of serot- 
onin (and acetylcholine) in the ventricular and 
spinal fluids of psychotic patients and found no dif- 
ferences between these groups of patients and a 
group of control subjects. 

Studies on the metabolism of epinephrine encour- 
aged Hoffer*®37 to advance the view that a defect in 
epinephrine metabolism resulting in the formation 
of excessive amounts of adrenochrome and adreno- 
lutin might be an etiologic factor in schizophrenia. 
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Data obtained by Leach and Heath** seemed to sup- 
port this hypothesis; they reported evidence of 
abnormally rapid oxidation of epinephrine in schiz- 
ophrenic patients,*? leading to an accumulation of 
adrenolutin. However, an independent laboratory!* 
was not able to duplicate such a demonstration. Still, 
a study of the urine of patients with a variety of psy- 
chiatric disorders (depression, schizophrenia) re- 
vealed an increased excretion of epinephrine and 
adrenolutin®!; but, again, an investigation of the 
plasma concentrations attained by intravenous in- 
fusions of epinephrine and norepinephrine failed 
to show any difference between a group of 
schizophrenic subjects and normal volunteers.® 

Several investigators attempted to uncover altera- 
tions in the indole metabolism by administering 
large quantities of tryptophan and then studying its 
effect in body fluids, The results have been, if not 
understandable, at least amusing. For the effect of 
tryptophan loading on indole excretion of schizo- 
phrenic patients (compared with normal subjects) 
has been found to be higher (Banerjee and 
Agarwal®), lower (Lauer and coworkers*®) and 
indifferent (Shaw and coworkers®®). 

“The work of McGeer®*:®-®! resulted in reports that 
schizophrenic persons have a general “aromaturia,” 
suggesting a derangement of the metabolism of aro- 
matic compounds. But when Mann and LaBrosse®® 
investigated the subject they came to conclude that 
the reported difference in amount of phenolic acids 
in the urine was not ascribable to schizophrenia but 
rather was correlated, at a highly significant level 
with coffee-drinking habits.®° 

Similarly, reports of an increase in blood of a 
copper-carrying enzyme, ceruloplasmin,® were later 
ascribed to a dietary deficiency in ascorbic acid** 
and claims that the ppp*-oxidase activity of serum is 
altered in schizophrenia’ and that some schizophre- 
nic patients may benefit from the administration of 
triiodothyronine,”* were not confirmed in studies by 
Meyer and coworkers.® 

Notwithstanding these frustrations, the search for 
a hypothetically altered metabolite in the body of 
schizophrenic persons has continued and, if any- 
thing, with a greater zeal and obstinacy. Presently 
awaiting confirmation (or refutation), the observa- 
tions of Bogoch and coworkers!? are worth men- 
tioning. These investigators found that the mean 
concentration of “total neuraminic acid” in the cere- 
brospinal fluid was lower in schizophrenic persons 
as a group than in normal persons. 

On the assumption that schizophrenia reflects 
some disturbance in the transformation of chemical 
to kinetic energy, Gottlieb and coworkers*®*! investi- 
gated the levels and the specific activity of adeno- 
sinetriphosphate (ATP), and its transformation in 


*N,N-dimethyl-p-phenylenediamine. 
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adenosinediphosphate (ADP) with release of energy. 
On the basis of differences in the levels of adenylic 
acid (AMP), which were, in their experiment, lower 
for chronic schizophrenic patients than for control 
subjects, they concluded that “in schizophrenia there 
is a disturbance in the regulation of biologic energy 
formation and utilization.” 

Two other investigations are worth mentioning: 
Colbert and coworkers'® found that a “majority of 
childhood schizophrenics had markedly depressed 
or absent vestibular responses to caloric and rota- 
tional tests”; and Smith and Sines,” in a rather ele- 
gant experiment, demonstrated that the odor in the 
sweat of schizophrenic persons was characteristically 
distinguishable from that of normal subjects. 


We turn now to studies that have followed a dif- 
ferent general format. In the quest for the “organic” 
in schizophrenia, these studies, as a group, have been 
concerned with the administration of body fluids of 
schizophrenic persons to animals (and other hu- 
mans) in the hope of eliciting some alteration of 
behavior ultimately ascribable to metabolites 
peculiar to and characteristic of schizophrenia. 


Along these lines, Lazell and Prince*® reported 
that the death rate of tadpoles in water contaminated 
with blood serum from patients with schizophrenia 
was higher than when serum from normal persons 
was used. Macht and Macht** described a phytotoxic 
property in blood serum of schizophrenic persons 
that was capable of inhibiting the mitosis rate in the 
shoots of the common lupine; and Fedoroff'® de- 
scribed a similar inhibiting effect to cells in tissue 
culture. 

Streifler and Kornblueth® said that the serum of 
schizophrenic persons inhibited the glucose uptake 
of rat retina in vitro, and further that the serum of 
female patients had greater inhibitory power than 
that of males. According to Baruk,’ the bile of cata- 
tonic patients produced a toxic state in doves; and 
Fischer? claimed that the plasma of psychotic pa- 
tients was toxic to the larvae of the Xenopus laevis, 
until Georgi and coworkers*® invalidated his report. 

In the experiments of Winter and Flataker,** rats 
that had been trained in rope climbing exhibited, 
after intraperitoneal injection of plasma from psy- 
chotic patients, a significant slowing of their climb- 
ing time. However, Ghent and Freedman*® were 
unable to duplicate these results. From experiments 
on the metabolism of chicken erythrocytes, Frohman 
and coworkers concluded that “in the plasma of 
schizophrenics there must be either an abnormal 
substance or an excessive amount of a normal 
substance which interferes with the control of car- 
bohydrate metabolism and energy transfer”**; and 
further, that such a “factor” in the plasma of schizo- 
phrenic subjects “interferes with some phase of 
hydrogen transport.”?5 
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A catatonia-like reaction in monkeys when blood 
serum from schizophrenic persons was injected into 
their ventricles was described by McGeer and co- 
workers.5® Heath and coworkers***4 claimed to have 
isolated from schizophrenic patients a substance, an 
abnormal protein named taraxein, which produced 
a catatonia-like syndrome when injected into normal 
monkeys and into human volunteers. However, Sie- 
gel and coworkers,’”* having failed to duplicate 
Heath’s results, pointedly questioned: “Taraxein, 
fact or artifact?” 


Studying the orb-weaver spider Zilla-x-notata, 
Bercel’® observed a significant deviation in the be- 
havior and web-building characteristics of spiders 
to which the serum of catatonic patients had been 
administered. 


In an effort to demonstrate the presence of the 
mysterious schizophrenic factor, Nickin and co- 
workers®* performed a cross-transfusion between a 
schizophrenic patient and a normal volunteer; the 
procedure elicited “no clinically significant changes” 
in the volunteer, either during or after the cross- 
transfusion. This confirmed the equally negative 
results of the experiments of Freedman and Gins- 
berg”* who had conducted extensive exchange trans- 
fusions in schizophrenic patients. 


And still the search goes on. From lead to lead, 
from hypothesis to experiment, from high hope to 
grim disappointment—teams of investigators con- 
tinue the quest for a “plasma factor,” for an illusive 
“metabolite,” for a biochemical abnormality that 
would lend fresher vitality to the much discussed 
issue of “organicity” in schizophrenia. For, in the 
words of an enthusiast, “once the biochemical ab- 
normality is found, an anti-metabolite can be pro- 
duced [and] then active medical treatment can be 
instituted.”** 


THE ENVIRONMENTAL ARGUMENT 


That environmental forces play an overwhelming 
role in the shaping up of the personality and the 
individual characteristics of behavior are so widely 
accepted as not to need further emphasis. The lan- 
guage we speak, the table manners we display, the 
moral and religious values we hold, the bargaining 
habits we entertain are but instances of the trans- 
mission, through mimicking and learning, of be- 
havior patterns and reactions that have obviously 
nothing or almost nothing to do with organic or 
hereditary peculiarities. In this light, a great deal 
of the behavior of a schizophrenic person must of 
necessity result from and be an expression of the 
impact of environmental forces, that is to say, of 
his interplay with the particular emotional milieu 
provided by the family into which he grew, from 
which he learned and with which he related. 


372 


The behavior of the schizophrenic is, nevertheless, 
at times, so deviant from the common and the usual, 
so “irrational,” so difficult to understand and con- 
structively orient, that some sort of explanation, of 
inquiry and demonstration, is demanded from those 
who hold schizophrenia to be an exclusive product 
of the environment and who find heredo-organic in- 
vestigations not only unconvincing but unnecessary. 


The environmentalists, generally inspired by 
Freud’s basic contribution to the understanding of 
behavior, almost unanimously agree that schizophre- 
nia has its foundations in the experiences of the first 
years of life. They contend that the schizophrenic 
process has its beginning in a faulty relationship 
with the first love-object (mother, mother-figure, 
mother-surrogate), with the first exposures and in- 
teractions with a pathologic human world, which is, 
in a sense, contagious and therefore pathogenic. In 
this regard, Sullivan®? had already observed that 
anxiety in a mother elicits anxiety in her infant; 
and, more recently, Szalita-Pemow,** among many 
others, expressed her convictions not only that schiz- 
ophrenia develops in the first years of life, but that 
its pathologic process begins “perhaps in the first 
months . . . when the baby is exposed to overwhelm- 
ing anxiety.” 

Most of the present views on schizophrenia as a 
(human) reaction to the environment, are based on 
data obtained in the course of individual psychother- 
apy with schizophrenic patients. Unfortunately this 
kind of data is most unsuitable for scientific treat- 
ment; although, as it accumulates, it continues to 
substantiate the general contention about “environ- 
ment,” it is by its very nature too biased to convince 
the unconvinced. For this reason, the present review 
will not include those “facts” and statements that 
are solely based or derived from observation of 
schizophrenic patients in individual psychotherapy. 
Instead, it will concentrate on studies that were ac- 
ceptably formal and resulted in observations that 
were not so fragile as to be reasonably attacked as 
biased, impressionistic or made by faulty method. 


The environmentalists hold that the process that 
leads on to schizophrenia begins in very early in- 
fancy, with the very first experiences with the en- 
vironment. What is the evidence for such a claim? 
When does the human organism become susceptible 
to environmental forces? Does the hypothetical im- 
pact of very early experiences affect the individual 
for life? These are the basic questions that put the 
environmental argument to a test. 


The answers do not come so readily. For moral 
reasons, no one can attempt to produce schizophre- 
nia experimentally—that is, to subject infants to 
this or that environment in order to study its effect 
and consequences. Then where can environmental- 
ists look for scientific substantiation of their beliefs? 
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To a great extent, the environmental case rests not 
so much on experimentation with humans, but more 
on experimentation with other animals whose be- 
havior can be studied in the laboratory and with 
whose lives we can interfere without qualm. 


Thus, we find justification to review in this com- 
munication a great diversity of studies, many of 
them on animals far from man on the Darwinian 
scale. They constitute evidence of the importance 
of the environment; but not all have a direct bearing 
on the etiology of schizophrenia. They are worth 
mentioning, though, not only for their possible in- 
terest to the student of behavior in general, but for 
the pertinent manner in which they suggest ways 
that emotional disturbance (schizophrenia included) 
could conceivably begin. 

Let us start with the question of prenatal environ- 
ment, Myth and legend give a good deal of attention 
to ways in which events or circumstances befalling 
the pregnant woman could affect her offspring. In 
our days of science, Jones,*! a psychoanalyst, noted 
that on the basis of clinical observations the mother’s 
attitude toward an unborn baby does influence the 
course of pregnancy and labor, This “impression” 
has been further substantiated by Sontag and co- 
workers,’® whose observations indicate that “severe 
anxiety in a mother may produce a marked increase 
in the muscular activity of her unborn baby,” and 
that “infants of mothers experiencing prolonged 
periods of severe anxiety during late pregnancy, 
have been observed to be highly active and irritable, 
with frequent bowel movements and often with a 
severe food intolerance.” Similar observations were 
reported by Turner,®° who concluded from a study 
of 100 mothers and babies that “prenatal emotional 
stress might affect the reactivity of the foetal nervous 
system and alter the whole pattern of postnatal 
behaviour.” 


In a double-blind study of 163 mothers during 
pregnancy and then of their newly born babies, Fer- 
reira?® found, on defined criteria, a statistically sig- 
nificant relationship between a highly rejecting and 
negative attitude by the mother toward pregnancy 
and the baby to come, and the presence of a “de- 
viant” behavior pattern*in newborn babies. From 
these observations the conclusion was that, for the 
present, it was “reasonably safe to state that the 
influence of the emotional environment (mother’s 
attitude) upon behavior has its zero hour before 
birth.” 

Recently the influence of the mother, or mother- 
substitute, upon the neonate has become the target 
of many exciting studies. 

We start with the work of Lorenz,®* who carried 
out studies that elicited the curious phenomenon 
now known as “imprinting.” Using the greylag 
goose, Lorenz discovered that the newly hatched 
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gosling would consistently follow any large moving 
object, including the experimenter himself. After a 
few days, the goslings appeared to be strongly at- 
tached to that first moving object and did not re- 
spond at all to the real mother or even other birds 
of the same species. Lorenz emphasized the irre- 
versible nature of this process,®* for which he used 
the term praegung usually translated as “imprint- 
ing.” He demonstrated how he, himself, could be- 
come the “mother-figure” of the ducklings, and 
other birds, a “mother” which they would follow as 
obediently and securely as if it were the real mother 
duck. The image of Lorenz maternally emitting “the 
right quack” and being followed faithfully by his 
ducks has become widely known through news- 
prints®*; and the phenomenon of “imprinting”—a 
kind of learning whereby early social contacts de- 
termine the character of adult social behavior— 
came to be well recognized as a subject of further 
studies.®?:35 


Through these works, it became well established 
that, at least for the species so far studied, the en- 
vironment places its indelible mark upon the neo- 
nate, a mark that is going to influence and to alter 
the individual’s future development and behavior 
patterns. 


The importance of the mother to the neonate’s 
normal development was also evidenced in the work 
of Liddell**®° with sheep and goats. In the labora- 
tory, he experimentally induced neurosis in twin 
goats. By placing each of the twins in a different sit- 
uation (one in the presence of and contact with the 
mother, the other in isolation from her) he made 
a startling discovery: The baby goat isolated from 
the mother had a much higher susceptibility to ex- 
perimental neurosis than did the twin that remained 
with the mother. Liddell concluded that “somehow 
the mother’s presence protects the baby goat from 
the traumatic experience.” In a follow-up test, the 
goats that had been “traumatized” two years earlier, 
were brought back to the laboratory for study: The 
goats that had had their mothers with them during 
their early “traumatic” experience showed no evi- 
dence of abnormal behavior, whereas the other goats 
that had been isolated from the mother during that 
same early experience, still had unmistakable signs 
of experimental neurosis. 


Using a split-litter technique on cats, Seitz®* dem- 
onstrated profoundly abnormal patterns of behavior 
in those that had been separated from the mother 
at an early age. He also observed that the results 
apparently differed with the age of the neonate at 
the time of separation. 

That early infantile trauma has persistent effects 
on adult behavior, lasting throughout life and af- 
fecting every modality of behavior, seems to have 
been well documented in animals. But what about 
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humans? The pioneering work of Spitz answers 
the question. 


Spitz™*:7®7® studied the behavior and development 
of babies reared in a foundling home and in a nurs- 
ery home. These two homes were comparable in all 
respects, except that the nursery home permitted and 
encouraged the presence of a mother (or a sur- 
rogate) whereas the foundling home kept the babies 
in great isolation, not only from each other but 
from mother or other possible mother-figure. The 
findings were most striking: In contrast to the rela- 
tively normal babies in the nursery home, the babies 
in the foundling home showed pronounced and pro- 
found behavior deviations. The foundling home’s 
child, prevented from a “normal” contact with other 
human beings (mother) had lost previously acquired 
skills and faculties, had soon become depressed and 
showed signs of the most profound withdrawal, 
screaming incessantly if disturbed. Further, these 
children began losing weight rapidly and became a 
prey to intercurrent ailments and infections, which 
resulted in an astoundingly high death rate. Spitz 
summed it up by pointing out that the developmental 
quotient of the isolated children falls quickly, and 
that they become “extraordinarily retarded”; if they 
survive, “the damage inflicted to these children. . . 
by their being deprived of maternal care, maternal 
stimulation and maternal love . . . cannot be repaired 
by normal measures,”’® and is perhaps irreparable 
even with therapeutic means. 


Along the same line, Levine,** working with rats, 
observed the development of abnormal behavior, in 
terms of a maladaptation to stress, whenever the in- 
fant rat was kept in isolation from the litter and the 
mother. From behavioral and physiologic studies, 
Levine concluded that stimulation is necessary for 
proper development, and that, broadly speaking, the 
behavior and physiologic make-up of an adult is 
greatly and universally affected by the presence or 
absence of stimulation in childhood. And he added: 
“It may be that the detrimental effects of the found- 
ling home [referring to Spitz’s work] have less to do 
with maternal deprivation than the simple lack of 
stimulation that is inevitable in most such environ- 
ments.” In this regard, one is here reminded of the 
studies now being carried out on sensory depriva- 
tion™* and the sensational results so far obtained: 
When submitted to extreme conditions of sensory 
deprivation for long periods, the human organism 
becomes profoundly disturbed and has “abnormal” 
functioning which may go to the point of hallucina- 
tions and delusions indistinguishable, in themselves, 
from those of acute schizophrenia. 

The studies so far reviewed constitute only an in- 
direct contribution to etiology of schizophrenia: 
They establish on a firm experimental basis that the 
early experiences in the life of the organism power- 
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fully influence the development of behavior patterns 
that, more or less indelibly, color the organism’s 
future ways of reacting. But how do such patterns of 
early “trauma” affect and weave their presence into 
the development of the organism? At this point we 
wish that longitudinal studies in humans had been 
made; perhaps then some aspects of schizophrenia 
would become less controversial. But so far there 
have been no longitudinal studies, and whether they 
will be meaningfully undertaken in the decades 
ahead remains to be seen. However, the assumption 
commonly held by environmentalists that, in schizo- 
phrenia, the disease of the child relates to the 
abnormality of the family, has prompted many in- 
vestigations, Naturally, the first impulse was to study 
the mothers of schizophrenics, whom psychothera- 
pists, assumptively, had begun referring to as 
“schizophrenogenics.” 

An attitude survey test developed by Mark*® suc- 
ceeded in differentiating well a group of mothers of 
schizophrenic patients from a group of mothers of 
normals. On the other hand, when Block and co- 
workers! attempted to investigate the personality 
characteristics that conceivably distinguished par- 
ents of neurotic persons from parents of those with 
schizophrenia they came to inconclusive results not- 
withstanding some limited evidence for a relation- 
ship between the parents’ personality and the child’s 
diagnosis. Again, no detectable difference between 
parents of neurotic persons and those of schizophre- 
nic patients was noted by Fisher and coworkers,?” 
who, nevertheless, observed that a group of parents 
of neurotic-normals was distinguishable from a 
group of schizophrenics’ parents by its more harmo- 
nious relationships and greater degree of inter- 
communication. 

Further corroboration of an association of patho- 
genic environment with schizophrenia was found in 
the work of Alanen,* who studied the personality 
characteristics of 100 mothers of schizophrenic chil- 
dren. When compared with a control group, they 
appeared as decidedly disturbed persons having a 
definite tendency to dominate, a lack of understand- 
ing of children’s needs and feelings, and a loveless 
and aggressive attitude toward the child. The study 
further indicated that in several cases the father 
seemed to be no less, and sometimes more, patho- 
genic than the mother. 


In spite of obvious difficulties to outlining the 
characteristics of a schizophrenogenic environment, 
many studies have lent further credence and vitality 
to the concept. Turning aside from the “schizophre- 
nogenic” mother and father on whom the first, over- 
simplified views had focused, some investigators 
began to concentrate their attention on the whole 
family constellation. It became apparent that in or- 
der to understand the schizophrenic process, it would 
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be crucially important to understand the particular 
tamily milieu in which pathologic forces enmesh and 
intertwine as if seeking a balance—Jackson*® re- 
ferred to the “family homeostasis”—and in which 
the schizophrenic behavior of the identified patient 
is not so much an end-product but an integral and 
even contributive part. Thus seen, schizophrenia 
appears to be not a reaction of an individual, or the 
maleficent work of one parent or another; instead, 
it is an expression of a particular kind of family 
interaction, of a sort of pathologic gestalt in which 
the patient, the mother, the father and the siblings, 
are only the parts of a total greater than, and differ- 
ent from, their sum.?:1*17-49 This sort of thinking 
prompted the innovation of “family therapy,” which 
in the hands of pioneering investigators is opening 
new insights into the schizophrenia-producing fam- 
ily. Seemingly, observations made in these inves- 
tigations have resulted in new lights about the 
“transmission of the irrationality”! and the iden- 
tification of peculiarly pathologic patterns of in- 
teraction to some degree characteristic of “schizo- 
phrenogenesis.’”®:?%87 


COMMENT 


At the conclusion of this review one may be led 
to wonder whether the two opposing theoretical 
views that find motion and justification in such ex- 
periments could be combined and integrated in some 
sort of eclectic argument. However, at this point of 
our knowledge, an eclectic position seems hardly 
tenable, for organicists and environmentalists differ 
on much more than theoretical concepts. They differ 
on outlook. The organicist sees schizophrenia as a 
well-defined “disease” with more or less specific eti- 
ologic features, symptomatology, course and prog- 
nosis. The environmentalist looks upon schizophre- 
nia as a reaction to perhaps particular but not 
necessarily specific life-situations, as a part of the 
broad spectrum of human behavior; to the environ- 
mentalist, the boundary line between schizophrenia 
and nonschizophrenia is represented not by the sharp 
line of the “abnormal” but, if at all, in the blurred 
and fuzzy edges of “borderline psychosis” and of 
“neurosis.” Therefore, those who, willy-nilly, call 
themselves eclectics stand in a very precarious equi- 
librium, The two opposing views can hardly be 
welded. For even if a specific “metabolite” were to 
be found in schizophrenics, it would most probably 
represent a psychosomatic link, a sort of epiphe- 
nomenon to the schizophrenic process. 

So far goes the dissidence as to pathogenesis and 
nature of schizophrenia. In a practical sense, the 
two outlooks stand even farther apart as they are 
reflected in two conspicuously opposed approaches 
to therapy. The environmentalists confine them- 
selves to psychotherapeutic methods, with the con- 
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viction that attention to the emotional impact of one 
human being upon another offers the best opportu- 
nity to “solve” the particularly conflicting effect of 
certain life experiences. The organicists rely on elec- 
troshock, insulin coma, metrazol convulsion, carbon 
dioxide inhalation, prefrontal lobotomy, and, of 
course, an incessant stream of assorted drugs. The 
“eclectics,” unable to deny the importance of envi- 
ronment, but still hopeful for an organic answer— 
well, they try both. 


And so it goes. Almost to the point of schism, as 
if reenacting an old philosophical controversy, psy- 
chiatrists find themselves divided on the problem of 
schizophrenia, trying to see their way between or- 
ganic and environmental arguments, at this point 
almost irreducibly opposed. Perhaps the fruits of 
future research will allow a bridge between the two 
camps. Perhaps ultimately some sort of psycho- 
somatic concept will permit a monistic outlook in 
which the organic and the environmental come to- 
gether as the two sides of a coin, as two different 
aspects of the same thing. But, for the present the 
problem of the etiology of schizophrenia has yet to 
find its Spinoza. 

2060 Clarmar Way, San Jose 28. 


REFERENCES 


1. Abood, L. G., Gibbs, F. A., and Gibbs, E.: Comparative 
study of blood ceruloplasmin in schizophrenia and other dis- 
orders, A.M.A. Arch. Neurol. & Psychiat., 77 :643-645, 1957. 


2. Ackerman, N.: The Psychodynamics of Family Life, 
Basic Books, New York, 1958. 


3. Akerfeldt, S.: Oxidation of N,N-dimethyl-p-phenylene- 
diamine by serum from patients with mental disease, Science, 
125:117-119, 1959. 


4. Alanen, Y. O.: Mothers of schizophrenic patients— - 
Study of personality and mother-child relationship of 100 
mothers and significance of these factors in pathogenesis of 
schizophrenia in comparison with heredity, Acta Psychiat. et 
Neurol., 33, supp. 124, 1958. 


5. Angel, C., Leach, B. E., Martens, S., Cohen, M., and 
Heath, R. G.: Serum oxidation tests in schizophrenic and 
normal subjects, A.M.A. Arch. Neurol. & Psychiat., 78:500- 
504, 1957. 


6. Banerjee, S., and Agarwal, P. S.: Tryptophan-nicotinic 
acid metabolism in schizophrenia, Proc. Soc. Exper. Biol. 
& Med., 97:657-659, 1958. 

7. Baruk, H.: Experimental catatonia and the problem of 
will and personality, J. Nerv. & Ment. Dis., 110:218-235, 
1949. 

8. Bateson, G., Jackson, D. D., Haley, J., and Weakland, 
J.: Toward a theory of schizophrenia, Behavioral Science, 
1:251-264, 1956. 

9. Bender, L.: Childhood schizophrenia, Psychiatric Quar- 
terly, 27 :663-681, 1953. 

10. Bercel, N. A.: A study of the influence of schizophrenic 
serum on the behavior of the spider zilla-x-notata, A.M.A. 
Arch. Gen. Psychiat., 2:189-209, 1960. 

1l. Block, J., Patterson, V., Block, J., and Jackson, D. D.: 
A study of the parents of schizophrenic and neurotic chil- 
dren, Psychiatry, 21:387-397, 1958. 

12. Bogoch, S., Dussick, K. T., and Lever, P. G.: Clinical 
status and cerebrospinal fluid “total neuranimic acid,” 
A.M.A. Arch. Gen. Psychiat., 1:441-449, 1959. 


375 





13. Bowen, M., Dysinger, R. H., and Basamania, B.: The 
role of the father in families with a schizophrenic patient, 
Am. J. Psychiat., 115:1017-1020, 1959. 


14. Cohen, G., Holland, B., and Goldenberg, M.: The sta- 
bility of epinephrine and arterenol (norepinephrine) in 
plasma and serum: comparison of normal and schizo- 
at subjects, A.M.A. Arch. Neurol. & Psychiat., 80:484, 


15. Cohen, G., Holland, B., and Goldenberg, M.: Disap- 
pearance rates of infused epinephrine and norepinephrine 
from plasma, A.M.A. Arch. Gen. Psychiat., 1:228-231, 1959. 


16. Colbert, E. G., Koegler, R. R., and Markham, C. H.: 
Vestibular dysfunction in childhood schizophrenia, A.M.A. 
Arch. Gen. Psychiat., 1:600-617, 1959. 


17. Dysinger, R. H., and Bowen, M.: Problems for medi- 
cal practice presented by families with a schizophrenic 
member, Am. J. Psychiat., 116:514-517, 1959. 


18. Fedoroff, S.: Toxicity of schizophrenics’ blood serum 
in tissue culture, J. Lab. & Clin. Med., 48:55-62, 1956. 


19. Ferreira, A. J.: The pregnant mother’s emotional atti- 
tude and its reflection on the newborn, Am. J. Orthopsy- 
chiat., 30:553-561, 1960. 


20. Ferreira, A. J.: The “double-bind” and delinquent be- 
havior, A.M.A. Arch. Gen. Psychiat., 3:359-367, 1960. 


21. Fischer, B.: Stress and the toxicity of schizophrenic 
serum, Science, 118:409-410, 1953. 


22. Fisher, S., Boyd, I., Walker, D., and Sheer, D.: Parents 
of schizophrenics, neurotics and normals, A.M.A. Arch. Gen. 
Psychiat., 1:149-166, 1959. 

23. Flach, F. F., Celian, C. I., and Rawson, R. W.: Treat- 
ment of psychiatric disorders with triiodothyronine, Am. J. 
Psychiat., 114:841-842, 1958. 


24. Freedman, A. M., and Ginsberg, V.: Exchange trans- 
fusions in schizophrenic patients, J. Nerv. & Ment. Dis., 
126:294-301, 1958. 


25. Frohman, C. E., Czajkowski, N. P., Luby, E. D., Gott- 
lieb, J. S., and Senf, R.: Further evidence of a plasma factor 
= seananenie, A.M.A. Arch, Gen. Psychiat., 2:263-267, 


26. Frohman, C. E., Latham, L. K., Beckett, P. G. S., and 
Gottlieb, J. S.: Evidence of a plasma factor in schizophrenia, 
A.M.A. Arch. Gen. Psychiat., 2:255-262, 1960. 


27. Gaddum, J. H.: Antagonism between lysergic acid 
diethylamide and 5-hydroxytryptamine, J. Physiol., 121:15P, 
1953. 


28. Georgi, F., Rieder, H. P., and Webe, R.: Remarks on 
Fischer’s article, “Stress and the toxicity of schizophrenic 
serum,” Science, 120:504-505, 1954. 


29. Ghent, L., and Freedman, A. M.: Comparison of ef- 
fects of normal and schizophrenic serum on motor perform- 
ance in rats, Am. J. Psychiat., 115:465-466, 1958. 


30. Gottlieb, J. S., Frohman, C. E., Beckett, P. G. S., 
Tourney, G., and Senf, R.: Production of high-energy phos- 
phate bonds in schizophrenia, A.M.A. Arch. Gen. Psychiat., 
1:243-249, 1959, 


31. Gottlieb, J. S., Frohman, C. E., Tourney, G., and 
Beckett, P. G. S.: Energy transfer systems in schizophrenia: 
Adenosinetriphosphate (atp), A.M.A. Arch. Neurol. & Psy- 
chiat., 81:504-508, 1959. 


32. Harlow, H. F., and Zimmermann, R. R.: Affectional 
responses in infant monkey: Orphaned baby monkeys de- 
velop strong and persistent attachment to inanimate sur- 
rogate mothers, Science, 130:421-432, 1959. 

33. Heath, R. G., Martens, S., Leach, B. E., Cohen, M., 
and Angel, C.: Effect on behavior in humans with the ad- 
ministration of taraxein, Am. J. Psychiat., 114:14-24, 1957. 

34. Heath, R. G., Martens, S., Leach, B. E., Cohen, M., 
and Feigley, C. A.: Behavioral changes in nonpsychotic vol- 
unteers following the administration of taraxein, the sub- 


stance obtained from serum of schizophrenic patients, Am. 
J. Psychiat., 114:917-920, 1958. 


376 


35. Hess, E. H.: Imprinting: Effect of early experience, 
imprinting determines later social behavior in animals, Sci- 
ence, 130:133-141, 1959. 

36. Hoffer, A.: Epinephrine derivatives as potential schizo- 
phrenic factors, J. Clin. & Exper. Psychopath., 18:27-60, 
1957. 


37. Hoffer, A., and Kenyon, M.: Conversion of adrenalin 
to adrenolutin in human blood serum, A.M.A. Arch. Neurol. 
& Psychiat., 77 :437-438, 1957. 


38. Jackson, D. D.: A Critique of the Literature on the 
Genetics of Schizophrenia, in the Etiology of Schizophrenia, 
Ed. by D. D. Jackson, pp. 37-87, Basic Books Inc., New 
York, 1960. 

39. Jackson, D. D.: The question of family homeostasis, 
Psychiat. Quart., 31:79-90, 1957. 


40. Jackson, D. D., and Weakland, J. H.: Schizophrenic 
symptoms and family interaction, A.M.A. Arch. Gen. Psy- 
chiat., 1:618-621, 1959. 


41. Jones, E.: Psychology and childbirth, The Lancet, 
1:695-696, 1942. 


42. Kallmann, F. J.: The genetic theory of schizophrenia, 
Am. J. Psychiat., 103:309-322, 1946. 


43. Kallmann, F. J.: The Genetics of Mental Illness, 
American Handbook of Psychiatry, Ed. by S. Arieti, Basic 
Books, New York, 1959. 


44. Kamp, H. V., Berghorst, J., and DeJong, R. N.: Neu- 
rophysiologic variants in schizophrenia, A.M.A. Arch. Gen. 
Psychiat., 1:250-252, 1959. 

45. Lauer, J. W., Inskip, W. M., Bernsohn, J., and Zeller, 
E. A.: Observations on schizophrenic patients after ipronia- 
zid and tryptophan, A.M.A. Arch. Neurol. & Psychiat., 80: 
122-130, 1958. 


46. Lazell, E. W., and Prince, L. H.: A Study of the 
Causative Factors of Dementia Praecox: The Influence of 
the Blood and Serum on Embryological Cells; a Preliminary 
Communication, U. S. Vet. Bur. M. Bull., 5:40-41, 1929. 

47. Leach, B. E., and Heath, R. G.: The vitro oxidation of 
epinephrine in plasma, A.M.A. Arch. Neurol. & Psychiat., 
76 :444-450, 1956. 

48. Levine, S.: Stimulation in infancy, Scientific Am., 
202 :80-86, 1960. 

49. Liddell, H. S.: Conditioning and emotions, Scientific 
Am., 190:48-57, 1954. 

50. Liddell, H. S.: Emotional Hazards in Animals and 
Man, C. C. Thomas Publishers, Springfield, 1956. 

51. Lidz, T., Cornelison, A., Terry, D., and Fleck, S.: In- 
trafamilial environment of schizophrenic patient; VI. Trans- 
mission of irrationality, A.M.A. Arch. Neurol. & Psychiat., 
79:305-316, 1958. 

52. Life Magazine, Time Inc., 39:73-78, Aug. 22, 1955. 

53. Lorenz, K. Z.: King Solomon’s Ring: New Lights on 
Animal Ways, Thomas Y. Crowell Co., New York, 1952. 

54. Macht, D. I., and Macht, M. B.: Phytotoxic reactions 
of some blood sera, with biometric analyses, J. Lab. & Clin. 
Med., 26:597-615, 1941. 

55. Mann, J. D., and LaBrosse, E. H.: Urinary excretion 
of phenotic acids by normal and schizophrenic male patients, 
A.M.A. Arch. Gen. Psychiat., 1:547-551, 1959. 

56. Mark, J. C.: The attitudes of the mothers of male 
schizophrenics toward child behaviour, J. Abnorm. Soc. 
Psychol., 48:185-189, 1953. 

57. McDonald, K. R.: Ceruloplasmin and Schizophrenia; 
in Chemical Concepts of Psychosis, Ed. by M. Rinkel, Mc- 
Dowell, Obolensky Inc., New York, 1958. 

58. McGeer, E. G., Brown, W. T., and McGeer, P. L.: 
Aromatic metabolism in schizophrenia: II. Bidimensional 
urinary chromatograms, J. Nerv. & Ment. Dis., 125:176-180, 
1958. 


59. McGeer, P. L., McGeer, E. G., and Boulding, J. E.: 
Relation of aromatic amino-acids to excretory pattern of 
schizophrenics, Science, 123:1078-1080, 1956. 


CALIFORNIA MEDICINE 





60. McGeer, P. L., McGeer, E. G., and Gibson, W. C.: 
Aromatic excretory pattern of schizophrenics, Science, 123: 
1029-1030, 1956. 


61. McGeer, P. L., McNair, F. E., McGeer, E. G., and 
Gibson, W. C.: Aromatic metabolism in schizophrenia: I. 
Statistical evidence for. aromaturia, J. Nerv. & Ment. Dis., 
125:166-175, 1957. 


62. Meyer, B. J., Meyer, A. C., and Horwitt, M. K.: Effect 
of triiodothyronine on serum copper and basal metabolism 
in schizophrenic patients, A.M.A. Arch. Gen. Psychiat., 
1:372-378, 1959. 

63. Nickin, G., Sacks, W., Wehrheim, H., Simpson, G., 
Saunders, J., and Kline, N.: Cross-transfusion in schizophre- 
nia, Am. J. Psychiat., 116:334-336, 1959. 

64. Pletscher, A., Shore, P. A., and Brodie, B. B.: Sero- 
tonin release as a possible mechanism of reserpine action, 
Science, 122:374-375, 1955. 

65. Rinkel, M., DeShon, H. J., Hyde, R. W., and Solomon, 
H. C.: Experimental schizophrenia-like symptoms, Am. J. 
Psychiat., 108:572-578, 1952. 

66. Scott, J. P.: Animal Behavior, Univ. of Chicago Press, 
Chicago, pp. 178-179, 1958. 

67. Seitz, P. F. D.: Infantile experience and adult be- 
havior in animal subjects; II. Age of separation from mother 
=e adult behavior in the cat, Psychosom. Med., 21:353-378, 
1959. 

68. Shaw, C. R., Lucas, J., and Rabinovitch, R.: Meta- 
bolic studies in childhood schizophrenia, A.M.A. Arch. Gen. 
Psychiat., 1:366-371, 1959. 

69. Shaw, E. N., and Woolley, D. W.: Some serotonin-like 

‘ activities of lysergic acid diethylamide, Science, 124:121-122, 
1956. 

70. Sheldon, W. H., and Stevens, S. S.: The Varieties of 
Temperament, Harper & Bros., New York, 1942. 

71. Sheldon, W. H., Stevens, S. S., and Tucker, W. B.: 
The Varieties of Human Physique, Harper & Bros., New 
York, 1940. 

72. Siegel, M., Niswander, D. G., Sachs, E., Jr., and Strav- 
ros, D.: Taraxein, fact or artifact?, Am. J. Psychiat., 115: 
819, 1959. 

73. Smith, K., and Sines, J. O.: Demonstration of a pe- 
culiar odor in the sweat of schizophrenic patients, A.M.A. 
Arch. Gen. Psychiat., 2:184-188, 1960. 

74. Solomon, P., Leiderman, H., Mendelson, J., and Wex- 
ler, D.: Sensory deprivation—A review, Am. J. Psychiat., 
114:357-363, 1957. 

75. Sontag, L. W.: The genetics of differences in psycho- 
somatic patterns in childhood, Am. J. Orthopsy., 20:479-489, 
1950. 


94, NO. 6 + JUNE 1961 


76. Spitz, R.: The Influence of the Mother-Child Relation- 
ship and Its Disturbances, in Mental Health and Infant De- 
velopment, Ed. by K. Soddy, Basic Books Inc., New York, 
Vol. I, pp. 103-108, 1956. 


77. Spitz, R. A.: Hospitalism—An Inquiry into the Genesis 
of Psychiatric Conditions in Early Childhood, The Psycho- 
analytic Study of the Child, Intern. Univ. Press, New York, 
Vol. I, pp. 53-74, 1945. 


78. Spitz, R. A.: Hospitalism—A Follow-up Report on 
Investigation Described in Vol. I, 1945, The Psychoanalytic 
Study of the Child, Intern. Univ. Press, New York, Vol. II, 
pp. 113-117, 1946. 

79. Spitz, R. A., and Wolf, K. M.: Anaclitic Depression. 
An Inquiry into the Genesis of Psychiatric Conditions in 
Early Childhood, II. The Psychoanalytic Study of the Child, 
Intern. Univ. Press, New York, Vol. II, pp. 313-342, 1946. 

80. Streifler, M., and Kornblueth, W.: The Effect of Blood 
Sera of Schizophrenics on the Glucose Utilization by the Rat 
Retina; in Chemical Concepts of Psychosis, Ed. by M. Rin- 
kel, McDowell, Obolensky Inc., New York, p. 257, 1958. 

81. Sulkowitch, H., and Altschule, M.: Urinary “epi- 
nephrines” in patients with mental and emotional disorders, 


_ A.M.A. Arch. Gen. Psychiat., 1:124-131, 1959. 


82. Sullivan, H. S.: The Interpersonal Theory of Psychi- 
atry, Ed. by H. S. Perry and M. L. Gawel, W. W. Norton & 
Co., New York, 1953. 


83.. Szalita-~Pemow, A. B.: Remarks on pathogenesis and 
treatment in schizophrenia, Psychiat., 14:295-300, 1951. 


84. Tanner, J. M.: Growth and Constitution in Anthro- 
pology Today, Ed. by A. L. Kroeber, The Univ. of Chicago 
Press, Chicago, 1953. 


85. Turner, E. K.: The syndrome in the infant resulting 
from maternal emotional tension during pregnancy, Med. J. 
Australia, 1:221-222, 1956. 


86. Turner, W. J., and Mauss, E. A.: Serotonin (5-hy- 
droxytryptamine) and acetylcholine in human ventricular 
and spinal fluids, A.M.A. Arch. Gen. Psychiat., 1:646-650, 
1959. 


87. Weakland, J. H.: The “Double-bind” Hypothesis of 
Schizophrenia and Three-Party Interaction, in the Etiology 
of Schizophrenia, ed. by D.'D. Jackson, Basic Books, Inc., 
pp. 373-388, 1960. 


88. Winter, C. A., and Flataker, L.: Effects of Biological 
Fluids from Psychotic Patients and Normal Subjects on the 
Performance of Trained Rats; in Chemical Concepts of Psy- 
chosis, Ed. by M. Rinkel, McDowell, Obolensky Inc., New 
York, p. 238, 1958. 


89. Woolley, D. W., and Shaw, E.: Some neurophysiologi- 
cal aspects of serotonin, Brit. M. J., 2:122-126, 1954. 





“CASE REPORTS 


Rupture of a Duodenal Ulcer During Cortical 
Extract Therapy for Serum Sickness 


HAMZA I. MUNIB, M.D., and 
JACK FROOM, M.D., Petaluma 


SUTURING OF A LACERATION on the right middle 
finger of a 38-year-old woman was carried out June 
20, 1960, and after a negative reaction to a skin 
test for sensitivity, 3,000 units of tetanus antitoxin 
was given intramuscularly, 


On July 1 severe hives, pain in the joints and 
moderate edema of the feet developed. ActH gel, 
80 units, was given intramuscularly. When symp- 
toms persisted the following day, 40 units of acTH 
gel, 0.3 cc. of epinephrine (1:10,000 dilution) and 
10.0 mg. of diphenhydramine (Benedryl®) were 
administered intramuscularly and 2 capsules of 
Aristomin®* four times a day were given by mouth. 

On July 5 the patient showed improvement and 
the pedal edema was less. Aristomin® was discon- 
tinued and instead 4 mg. of Medrol®t+ four times 
a day was prescribed. On July 7 the patient was 
much improved but complained of epigastric burn- 
ing pain. A bland diet, with milk between meals, 
was prescribed and the epigastric pain lessened. 


The dosage of Medrol® was reduced gradually. 


On the evening of July 12 the patient had severe, 
constant pain in the epigastrium and the right upper 
quadrant of the abdomen, worse on deep breathing 
and accompanied by nausea. These symptoms abated 
but the following morning the pain recurred, this 
time involving the right side of the abdomen, with 
nausea and vomiting. The patient was then admitted 
to Hillcrest Hospital, Petaluma. 

The patient had had right inguinal herniorrhaphy 
in 1952 and bilateral tubal ligation with appendec- 
tomy and ovarian cystectomy in 1945. There was 
no previous history of peptic ulcer. 

At the time of admittance she seemed to be 
anxious and in severe pain and she kept a knee 
drawn up for a position of comfort. The oral tem- 
perature was 99.8° F. Respirations were 20 a minute 
and the pulse rate 80. Blood pressure was 110/50 
mm. of mercury. 





Submitted January 30, 1961. 


*Each capsule contains triamcinolone, 1 mg.; chlorpheniramine 
maleate, 2 mg.; ascorbic acid, 75 mg. 


+6-methyl-delta-1 hydrocortisone. 


378 





Board-like abdominal rigidity was noted on pal- 
pation, with tenderness on pressure and on rebound. 
No masses were felt. The liver, spleen and kidneys 
could not be palpated. On percussion, liver dullness 
was not altered. Peristaltic sounds were diminished. 
On rectal and pelvic examination, tenderness was 
noted in the pouch of Douglas. No masses were felt. 


Hemoglobin content was 12.5 gm. per 100 cc. 
of blood. Packed cell volume was 35 per cent. 
Leukocytes numbered 37,900 per cu. mm.—poly- 
morphonuclear cells 96 per cent (segmented 93 per 
cent and nonsegmented 3 per cent); lymphocytes, 
3 per cent and monocytes 1 per cent. The results of 
urinalysis were within normal limits, 


A plain film of the abdomen showed a small 
crescent of free air under the right dome of the 
diaphragm, with localized ileus in the upper small 
bowel. 


A diagnosis of perforated hollow viscus, possibly 
duodenal ulcer, was made. The patient was pre- 
pared for immediate operation and preparations 
were made for nasogastric suction and intravenous 
administration of fluids. Hydrocortisone, 200 mg., 
and atropine, 0.4 mg., were given intramuscularly. 


A right paramedian incision was made in the ab- 
domen. A copious amount of yellowish turbid fluid 
was present. The gallbladder and hepatic flexure 
were adherent to the first part of the duodenum, 
which felt indurated and contained a leaking open- 
ing 2 mm. in diameter. Peritoneal lavage was carried 
out and the duodenal perforation was repaired. The 
patient did well after the operation. For six days 
postoperatively hydrocortisone was given in gradu- 
ally decreasing doses. The patient was discharged in 
good condition July 20, 1960, with prescription of 
an “ulcer diet.” 


COMMENT 


Danish and Landman! reported a case of per- 
foration due to triamcinolone, stating that it was the 
first in the literature. The present case differs from 
the one they reported, in that here there was a very 
short period of therapy with cortical extract and 
the dose was smaller—factors which probably kept 
the symptoms of perforation from being masked. 
The total dose of ACTH given in the present case was 
120 units in two days, the total dose of triamcino- 
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lone 20 mg. in five days, and the total dose of 
Medrol® 82 mg. in eight days. The patient in the 
case reported by Danish and Landman was in 
hospital 23 days and during that time received 364 
mg. of triamcinolone and 220 units of ACTH. 


ADDENDUM 


On April 11, 1961, this patient was again seen be- 
cause of epigastric burning of three weeks’ duration. 
An upper gastrointestinal series revealed a deformity 
of the duodenal bulb with a small active superficial 
ulceration. A bland diet and prescription of anti-acid 
preparations and sedation resulted in a complete 
disappearance of ulcer symptoms. 

515 Hayes Lane, Petaluma ( Munib). 
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Anaphylactic Reactions to Chymotrypsin 
A Report of Two Cases 


ALLAN J. GHERINI, M.D., and 
DeLARRY HOVDE, M.D., Oakland 


THE USE OF proteolytic enzymes has been advocated 
as an adjunct in the treatment of many diseases. 
Aqueous chymotrypsin (Chymar® aqueous) is one 
of the more commonly used preparations. According 
to the manufacturer, it is useful in local inflamma- 
tion, edema and pain, blood and lymph effusions in 
accidental injuries, phlebitis, thrombophlebitis, 
cellulitis, hernia repair, tonsillectomy, hemorrhoid- 
ectomy, plastic operations and other surgical 
procedures; respiratory tract conditions, obstetrical 
and gynecological disorders including pelvic in- 
flammatory disease, postpartum breast engorgement, 
episiotomy; ocular conditions, chronic ulcers, stasis 
varicose, diabetic types. 

Recently anaphylactic reactions to chymotrypsin 
injections have been reported.1:?3 We recently ob- 
served rather severe reaction to injected aqueous 
chymotrypsin in two cases. 


REPORTS OF CASES 


Case 1, A 64-year-old white man had extensive 
operation for radical removal of a squamous cell 
carcinoma of the right tonsil on March 1, 1960. 
Postoperatively he received Chymar,® 1 cc. intra- 
muscularly every 8 hours for four days, without 
untoward results. 

On July 26, 1960, the patient had a resection of 
the right carotid artery for an aneurysm. A Dacron® 


From Department of Surgery, Veterans Administration Hospital, 
Oakland 12. 
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tube was placed between the common carotid artery 
and internal carotid artery, and again the patient 
received Chymar,® 1 cc. intramuscularly every 12 
hours for six days, with no untoward results. On 
November 2, 1960, the graft having failed, the 
Dacron® tube was removed. Chymar® was again 
administered. The first dose of 1 cc. was given intra- 
muscularly at 9:30 a.m. By 9:45 a.m. the patient 
had become cyanotic, sweaty, dyspneic and ex- 
tremely apprehensive. The pulse rate was 140 per 
minute. Moist rales were heard throughout both 
lung fields. A reaction to Chymar® was suspected, 
and 0.2 cc. of 1:1000 epinephrine hydrochloride 
was given hypodermically, 50 mg. of hydrocortisone 
sodium succinate (Solu-Cortef®) was given intra- 
venously and 200 mg. of hydrocortisone sodium 
succinate was placed in 500 cc. of 5 per cent dex- 
trose in water and this was infused by intravenous 
drip. The symptoms subsided completely. The dos- 
age of hydrocortisone sodium succinate was then 
gradually decreased over the next five days. 

This patient had no previous history of allergic 
sensitivity to anything. 


CasE 2. The patient, a 40-year-old Negro man, 
had no history of previous allergic disease or of 
having received Chymar® injections. High ligation 
and stripping of the right greater saphenous venous 
system was carried out October 7, 1960. Chymar,® 
1 cc, intramuscularly twice a day, was prescribed 
and on the following day at 9:15 a.m. 1 cc. was 
given intramuscularly. Almost immediately dyspnea, 
wheezing and a diffuse itching urticaria developed. 
The pulse rate was 140 per minute. The patient was 
in obvious distress. Epinephrine hydrochloride, 0.5 
cc. in 1:1000 solution, was given hypodermically 
and 100 mg. of hydrocortisone sodium succinate in 
500 cc. of 5 per cent dextrose in water was given as 
a slow intravenous drip. The symptoms. of hyper- 
sensitivity reaction abated and the dosage of hydro- 
cortisone sodium succinate was gradually reduced 
over the succeeding five days. 


SUMMARY 


Two patients under quite different circumstances 
had rather severe reactions to intramuscular admin- 
istration of aqueous chymotrypsin. The first patient 
had had several previous injections before a reac- 
tion developed. The second patient had no history 
of previous injections of chymotrypsin. Therapy 
with epinephrine and hydrocortisone sodium suc- 
cinate abated the symptoms in both instances. 


Veterans Administration Hospital, 13th and Harrison Streets, Oak- 
land 12 (Gherini) . 
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An Important Milestone 


WITH THE COMPLETION of its 1961 Annual Session 
the California Medical Association ticked off 105 
years of existence. Simultaneously, it concluded one 
of the busiest and most important years in its mod- 
ern history. 

During the year the Governor’s Committee on the 
Study of Medical Aid and Health staged a series of 
meetings, appointed task forces for inquiries into 
various facets of the total picture of medical care, 
argued, compromised and came out with a large 
though hastily-produced report. While it is still too 
early to forecast the ultimate results of the recom- 
mendations of the committee, it is certain that some 
of the recommendations in the final report will be 
controversial and will draw fire from the medical 
profession and from other segments of the overall 
health care team. 


Also during this year the ad hoc committee ap- 
pointed by the C.M.A. Council to study postgradu- 
ate education, scientific activities and the entire 
picture of continuing medical education deliberated 
at length. Here again, a large and important report 
has been produced (not in haste) and a number of 
recommendations made. These have recently been 
placed before the Council and will be subject to ac- 
tion in the coming months. The primary purpose of 
this committee has been to determine the position 
that continuing medical education and scientific ac- 
tivities should occupy in a large, progressive state 
medical association. 


Basically, the studies of the ad hoc committee re- 
volve around the changes made in all county and 
state medical organizations from the exclusively sci- 
entific societies of some years ago to the more eco- 
nomics-oriented groups of today (business leagues, 
as the Internal Revenue Service calls them). How 
far shall scientific activities be held back in favor of 
the political and economic pressures which demand 
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that medical organizations enter these fields of activ- 
ity? Involved is the division of funds in the budget 
available for one or another activity, and this 
leads back directly to the membership and its col- 
lective willingness to pay dues in support of various 
activities. 

Important as these questions are, they were over- 
shadowed this year by the proposal for unification 
of the medical and osteopathic professions in Cali- 
fornia. This subject brought forth more debate and 
more emotionalism than any other topic on the 1961 
meeting agenda. 

In the long run, the unification proposal was ap- 
proved by the House of Delegates by a vote of 296 
to 63, a vote culminating a long period of debate, 
parliamentary maneuvers and proposals for a num- 
ber of amendments to the agreement between the 
C.M.A. and the California Osteopathic Association. 

More recently the House of Delegates of the Cali- 
fornia Osteopathic Association approved the agree- 
ment by a vote of 100 to 10. Such a vote definitely 
shows the overwhelming desire of osteopathic physi- 
cians and surgeons to close the final gap between the 
two professions. 

Over the past few decades the osteopathic schools 
of the country have come to look more and more like 
the medical schools. All forms of therapy are taught, 
surgery has become a specialty and a number of 
other specialties familiar in medical practice have 
been recognized, The manipulative procedures which 
originally constituted the entire theory of osteop- 
athy have remained as a part of the entire training 
program but have been placed in a category which 
fits such procedures into the broader scope of prac- 
tice by medical and surgical procedures. At the same 
time, the medical profession at large has adopted 
some of the manipulative procedures as a part of 
today’s physical medicine. For example, the College 
of Osteopathic Physicians & Surgeons in Los An- 
geles no longer has a course labeled Osteopathy; 
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instead it offers a course in physical medicine and 
rehabilitation. 

Inspections of osteopathic colleges in recent years 
have indicated how the two professions were coming 
closer to one another. These inspections, carried out 
by highly qualified physicians under official aus- 
pices, have indicated that the bulk of the osteopathic 
schools, including the school in Los Angeles, can be 
converted into top-grade medical schools with few 
changes. The curriculum can remain at approxi- 
mately its present level; the principal change would 
be in bringing into the faculties the medical 
knowledge gained by physicians under the medical 
injunction that fact has to be proved by rigid 
experimentation. 

The question of augmenting the faculty in the 
osteopathic college is already under discussion by a 
committee of top-flight educators who are familiar 
with both the similarities and the differences be- 
tween the two professions. We may have every as- 
surance that a committee of this caliber will produce 
an optimum result in providing California with one 
more approved school of medicine. 

The unification plan in California would call for 
the conversion of the Los Angeles college into a fully 
accredited medical school. It would provide for the 
cessation of issuance of additional osteopathic li- 
censes in California. It would allow qualified osteo- 
pathic physicians and surgeons to obtain an M.D. 
degree and practice under it if they so chose. It 
would permit such M.D.’s to become members of the 
California Medical Association, at first under a state- 
wide “county society” of their own and then through 
existing county societies. In short, it would erase the 
present differences between the two professions and 
provide the people of California with a single high 
standard of medical care in place of the existing 
confusion. 

Where there are two professional groups operat- 
ing under identical state laws as regards licensure, 
regulations, modes of practice and scope of practice, 
it is only natural that they should merge their inter- 
ests and their identity. As long as artificial barriers 
exist between the two, there is bound to be public 
confusion and wasted effort on the part of both or- 
ganizations to maintain the gap remaining between 
them. 

Even more important, however, is the benefit to 
the public to be gained by unifying the two profes- 
sions in California. Today’s citizen of this state must 
wonder why a physician and surgeon holding a valid 
license issued by one examining board is not the 
same as another physician and surgeon holding the 
identical license issued by another board. If this 
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point can be resolved, as is now contemplated, the 
public is the winner. Confusion will be eliminated 
and greater areas of professional cooperation will 
be opened up for the public good. 

Several steps remain before the ultimate unifica- 
tion can be completed. While some of these steps are 
necessarily difficult and time-consuming, the vote of 
confidence given by the elected representatives of 
both associations should be ample to convince even 
the most skeptical. It has been made clear that the 
physicians and surgeons in both groups are eager 
to combine in the public interest and to forget what 
differences they may have had in the past. 

If and when this unification is consummated in 
California, the people and the professions will be the 
better for it. This will, indeed, be an important 
milestone. 


Well Done 


Eacu YEAR the California Medical Association loses 
the valuable services of some members who have de- 
voted many years and much effort to the activities of 
one or another committee. In the ever-changing pic- 
ture of medical practice and the requirements of the 
Association, there must be some provision for turn- 
over in committee membership. 

Now that the committee appointments for the next 
year have been established, it is only fitting that the 
C.M.A. pay tribute to those committee members 
who have been graduated from their activities. For- 
tunately, such graduation marks not the end of a 
course but the beginning of a new period of useful- 
ness and value. For those committee alumni of the 
class of ’61, best wishes and many thanks for your 
fine services in behalf of the profession. 

Our special thanks, from the point of view of 
CaLiFoRNIA MEDICINE, go to Doctors Robertson 
Ward, chairman, and W. Dayton Clark, a member, 
of the Committee on Advertising. Doctor Ward has 
served this committee for 12 years, most of this time 
as chairman, and Doctor Clark for ten years. Their 
task, carried on at weekly meetings throughout the 
year, has been to screen all advertising submitted 
for publication in the journal. The fact that they 
have done an effective job is attested by the high 
quality of advertising found in the journal. Unfor- 
tunately for the sponsors of some advertising, the 
list of rejects mounts to a rather startling total. 

We wish these alumni well, we thank them for 
their fine and devoted contributions and we wish the 
best for their successors in this important aspect of 
protecting the profession and the public against un- 
qualified promotion. 
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Omer W. Wheeler, M.D., 
C.M.A. President-Elect 


There is a tide in the affairs of men, 
Which, taken at the flood, leads on to fortune. 


In THIS YEAR of 1961 the tide for the medical pro- 
fession runs full flood. The advancing science and 
art of medicine have extended the years of life’s 
span. This very extension of life has increased the 
need for medical care by geometric proportions. 
Extensive writings in newspapers and magazines 
have informed the public of the blessings made 
possible by modern medicine. An ever-rising Ameri- 
can standard of living has created an increasing 
demand for medical care. Problems have arisen as 
to how best to provide the benefits of the advances 
in medicine to all those who have need for them, 
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without resorting to systems that would diminish 
the quality of care and the impetus to improve. 

Some politicians have seen a chance to exploit 
the situation. Statesmen and responsible public 
leaders, however, have said again and again that 
the medical profession itself is the only organization 
which can give proper direction and a solution of 
these problems. Our need at this time is for leader- 
ship which can put aside special interest or group 
affiliation for the good of the art and science of 
medicine and of an honored profession as a whole. 

By his own experience and background, Dr. 
Omer W. “Bill” Wheeler is uniquely prepared for 
such leadership. 

Born at St. Charles, Iowa, January 2, 1908, Bill 
Wheeler came from a pioneer Iowa family. When 
he was 16 his family moved to Riverside, California, 
where he attended the public schools. He then went 
first to Riverside Junior College and later enrolled 
at the University of Southern California, transfer- 
ring to Temple University to complete his medical 
education. He received his M.D. from Temple on 
June 15, 1932, and entered internship at Temple 
University Hospital, where he later became chief 
resident and assistant to the clinical professor of 
surgery. 

Late in 1935 Bill returned to Riverside and opened 
a general practice in the midst of the great depres- 
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sion. Despite economic conditions in the years that 
followed, he built a practice, with more and more 
emphasis on surgery. In 1942, when Riverside had 
grown materially, and under war conditions was 
already becoming a metropolitan area with major 
industries, he began to limit his practice to general 
surgery and soon was recognized by his colleagues 
and the community as a leading surgeon. 

He served for two years on the Board of Coun- 
cilors of the Riverside County Medical Association, 
and, in 1940, was elected president of the Associ- 
ation. He was chief of staff at Community Hospital 
in 1942. In 1952 Bill began the first of his terms as 
a member of the Council of the California Medical 
Association, representing the Second District which 
comprises San Bernardino, Imperial, Inyo-Mono, 
Orange and Riverside counties. In his ten years on 
the Council, Bill’s district has gone through an 
economic, social and political boom. It has more 
than doubled both in population and the number of 
physicians who practice in the area. In recognition 
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Their Names E.ngrossed 


WHEREAS, the California delegation is nationally regarded as outstanding in the 
House of Delegates of the American Medical Association; and 


WHEREAS, this stature has been attained only by dedicated, diligent and intelligent 
work by the members of the delegation; and 


WHEREAS, in 1960 Doctor Donald Cass and Doctor Stanley Kneeshaw retired as 
delegates after many years of service and Doctor Cass as chairman of the delegation; and 


WHEREAS, in this House of Delegates we have accepted the voluntary retirement of 
three additional delegates who have served long and well; namely, Doctors Sam 
McClendon, Frank MacDonald and Paul Foster; and 


WHEREAS, each of these delegates has also served this Association as its President; 


Resolved: That this House of Delegates pay tribute to these five gentlemen for their 
long, active and effective leadership in representing California and doing so in so 
capable a manner that this state has long enjoyed a position of preeminence in the 
American Medical Association; and be it further 


Resolved: That a copy of this resolution be forwarded to each of these retiring delegates. 


of his capacity for detail and mature judgment, Bill 
was chosen to serve on many C.M.A, committees 
and commissions. In 1958 he was further honored 
by election as an alternate delegate to the American 
Medical Association. 

Bill is an avid hunter, fisherman and boat enthu- 
siast. He likes to travel, he swims for pleasure and 
he reads whenever his busy schedule permits. Bill 
and his wife Toni are the parents of three daughters 
and a son and they have five grandchildren. Besides 
membership in his own county society and in C.M.A. 
and in A.M.A., Bill is a fellow in the American Col- 
lege of Surgeons, a member of the Los Angeles 
Surgical Society and the Los Angeles Academy of 
Medicine. He was a charter member of the Tri- 
County Surgical Society. He is active in the Ex- 
change Club and the Chamber of Commerce. 

Our new President-Elect, not given much to talk— 
but effective when he does—has a record of service 
in medical organizations that speaks for him now. 


HerMaN H. Stone, M.D. 
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Rl isiceadh MORTALITY REPORTS 


These case reports are taken from the files of the State Department of Public Health 
which, together with the California Medical Association, now sponsors the statewide 
studies of all maternal mortalities. Selected cases are here presented from time to 
time as a matter of interest and illumination to all physicians concerned with the 
practice of obstetrics. They are prepared by the Committee on Maternal and Child 
Care. It is hoped that a review of such significant cases will help to improve the 


welfare of future California mothers. 


CASE 3 


THE PATIENT was a 27-year-old gravida 7, para 5, 
with five living children. She had been married 
ten years and had had one previous criminally in- 
duced abortion, three years before her death. 

With the present pregnancy, approximately four 
and a half months in duration, the patient was first 
seen by a physician approximately two hours after 
her death at the private home of an admitted abor- 
tionist. The physician made out the death certificate 
and notified the police. When they arrived, they 
found no instruments on the premises other than a 
catheter. 

Following are the significant findings of the 
coroner’s autopsy, performed three or four hours 
after death: There was a pronounced crepitation of 
the anterior abdominal wall; and upon incision of 
the abdomen, frothy blood exuded from the vessels 
in the subcutaneous fat. All the large blood vessels 
of the body, including those of the brain, contained 
frothy blood admixed with numerous small gas 
bubbles; and the heart was filled with a sanguinous 
foam composed almost entirely of gas bubbles. The 
ovaries and tubes were normal. Numerous dilated 
veins in the broad ligament contained many gas 
bubbles. The uterus was symmetrically enlarged 
to a level three fingerbreadths below the umbilicus, 
and contained an amniotic sac in which was a fetus 
20 centimeters long from crown to heel. The 
placenta, measuring 8x9 centimeters, was attached 


in the midline in the uterine fundus. In the midline 
at the posterior placental margin was a 1 centimeter 
laceration of the decidua; this was contiguous with 
a 7x3 centimeter marginal placental separation just 
above. In the depths of this area of separation were 
several large, empty venous sinusoids, 1 to 2 milli- 
meters in diameter. There was a soft blood clot in 
the decidual laceration, on the posterior wall and 
in the vagina. There were numerous fresh, small 
petechial hemorrhages in the posterior midline of 
the endocervical canal but no evidence of trauma 
to the external cercival os or to the vaginal fornices. 

The autopsy diagnosis was: 

1. Air embolism, massive, generalized, due to— 


2. Marginal placental separation, traumatic. 


COMMENTS 


This tragic case is of interest from the point of 
view of the unusual degree of air embolism pre- 
sumably produced by minimal intrauterine trauma. 
More than that, however, it reemphasizes the per- 
sistent problem of criminal abortion in the United 
States. As with this patient, the problem is prin- 
cipally seen among married, parous women rather 
than among unmarried girls. Moreover, because of 
the advances of modern medicine, the public has 
tended to take an increasingly unconcerned view 
of the dangers of criminal abortion. This case un- 
happily illustrates the fallacy of that attitude. 
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llth ANNUAL 


REGIONAL POSTGRADUATE INSTITUTE 
SACRAMENTO VALLEY COUNTIES 


Presented cooperatively by Stanford University School of Medicine, Sacramento 
Valley Counties Medical Societies and California Medical Association Committee on 


Postgraduate Activities. 


Guest Speaker: WILLIAM F. MENGERT, M.D., Professor and Head, Department of 
Obstetrics and Gynecology, University of Illinois College of Medicine. 


«Fi « Fadi dali " Falbcn 
June 30 and July 1, 1961 


PROGRAM 


FRIDAY MORNING, JUNE 30, 1961 


.9:15-9:30—Welcome and Introduction—Arthur B. Hack- 
ett, M.D., Program Chairman. 
9:30-10:10—Pyelonephritis—Lowell A. Rantz, M.D. 
10:10-10:50—Renal Function in Newborn—Norman 
Kretchmer, M.D. 
10:50-11:00—Recess. 


11:00-12:30—Panel Discussions (you may go to one of 
your choice). 

Panel 1—Medical Disease of the Kidney—Lowell A. 
Rantz, M.D., Moderator; Norman Kretchmer, M.D., 
Bruno Jastremski, M.D., J. Clyde Ralph, M.D. 

Panel 2—The Poor Surgical Risk—Robert B. Harris, 
M.D., Moderator; J. Garrott Allen, M.D., John P. 
Bunker, M.D. 


FRIDAY AFTERNOON 
Obstetrical Session 

1:45-2:00—Introduction—Julian Fisher, M.D. 
2:00-2:40—Simplification of Obstetrical and Gyne- 

cological Care—William F. Mengert, M.D. 
2:40-3:10—Physiology of Menstruation—Charles E. Mc- 

Lennan, M.D. 
3:10-3 :30—Recess. 


3:30-5:00—Panel Discussions (you may go to one of your 
choice). 

Panel 1—Medical Aspects of Pre- and Postoperative 
Care—Thomas W. Adams, M.D., Moderator; John 
P. Bunker. M.D., Norman Kretchmer, M.D., John R. 
Blake, M.D. 

Panel 2—Management of Uterine Bleeding Prob- 
lems—Henry Van de Pol, M.D., Moderator; Charles 
E. McLennan, M.D., Robert L. Range, M.D., Erwin 
Eichhorn, M.D. 

Panel 3—Emergencies in the Newborn (Exchange 
Transfusion and _ Resuscitation) —Dennis N. 





Marks, M.D., Moderator; William P. Creger, M.D., 
John P. Bunker, M.D., Walton K. Brainerd, M.D. 


SATURDAY MORNING, JULY 1, 1961 


9:15-9:30—Introduction—William Y. Fong, M.D. 
9:30-10:00—Transfusion Hepatitis—J. Garrott Allen, M.D. 


10:00-10:45—Recent Developments 
John P. Bunker, M.D. 


10:45-11:00—Recess. 
11:00-12:30—-Panel Discussions (you may go to one of 
your choice). 


Panel 1—Use of Blood in Surgical and Obstetrical 
Patients—Roy L. O’Neal, M.D., Moderator; William 
P. Creger, M.D., J. Garrott Allen, M.D. 

Panel 2—Etiology and Management of Prolonged 
Labor—George R. Fricke, M.D., Moderator; William 
F. Mengert, M.D., Stephen C. Thomas, M.D., John 
N. Miller, Jr., M.D. 


SATURDAY AFTERNOON 


1:45-2:00—Introduction—Charles I. Hamilton, M.D. 


2:00-2:40—Acute Vasospastic Toxemia of Pregnancy— 
William F. Mengert, M.D. 


2:40-3:10—Staphylococcal Infection—Lowell A. Rantz, 
M.D. 


in Anesthesia— 


3:10-3:20—Recess. 


3:20-4:30—Two Clinico-Pathological Conferences to run 
consecutively—Sacramento Pathologists and Univer- 
sity Clinicians. Cases to be selected by Sacramento 
Committee. 


Case No. 1—Charles I. Hamilton, M.D., Robert E. 
Gasber, M.D. Stanford participants to be announced. 


Case No. 2—John Turner, M.D., Charles N. Blumenfeld, 
M.D. Stanford participants to be announced. 





HOST: Sacramento County Medical Society .. . REGIONAL CHAIRMAN: Joel T. Janvier, M.D., 3632 Marys- 


ville Road, Del Paso Heights . . 


. INSTITUTE FEE: $15.00. For additional information, contact Postgraduate 


Activities Office, California Medical Association, 693 Sutter Street, San Francisco 2, PRospect 6-9400, Extension 
60. All California Medical Association members and their families are cordially invited to attend. 
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Inu Memoriam 


Boyce, Witu1aM A. Died in Los Angeles, April 24, 1961, 
aged 80. Graduate of Tulane University School of Medicine, 
New Orleans, Louisiana, 1905. Licensed in California in 
1919. Doctor Boyce was a member of the Los Angeles 
County Medical Association, a life member of the California 
Medical Association, and a member of the American Medi- 
cal Association. 


+ 


Garrison, BenyJAMIN Epwarp. Died October 25, 1960, 
aged 85, of hemiplegia, right. Graduate of the University 
Medical College of Kansas City, Missouri, 1904. Licensed 
in California in 1931. Doctor Garrison was a retired mem- 
ber of the Riverside County Medical Association and the 
California Medical Association, and an associate member 
of the American Medical Association. 


*% 


Hamitton, VAN RENSSELAER. Died in Riverside, April 19, 
1961, aged 53. Graduate of the University of Southern 
California School of Medicine, Los Angeles, 1934. Licensed 
in California in 1934. Doctor Hamilton was a member of 
the Riverside County Medical Association. 


+ 


Lewis, Epcar James. Died April 16, 1961, aged 59. Grad- 
uate of the University of Oregon Medical School, Portland, 
1931. Licensed in California in 1947. Doctor Lewis was a 
member of the Los Angeles County Medical Association. 


+ 


McCann, Frank Expert. Died in Monrovia, April 14, 
1961, aged 77. Graduate of the Kentucky School of Medi- 


cine, Louisville, 1906. Licensed in California in 1917. Dr. 
McCann was a member of the Los Angeles County Medical 
Association. 


+ 


McPuHeeters, Eart Rosy. Died December 2, 1960, aged 
78. Graduate of the Kentucky School of Medicine, Louis- 
ville, 1905. Licensed in California in 1914. Doctor Mc- 
Pheeters was a retired member of the Stanislaus County 
Medical Society and the California Medical Association, 
and an associate member of the American Medical Asso- 
ciation. 


+ 


Owen, Gitpert R. Died May 9, 1961, aged 84, Graduate 
of the University of Michigan Homeopathic Medical School, 
Ann Arbor, 1901. Licensed in California in 1903. Doctor 
Owen was a member of the Los Angeles County Medical 
Association, a life member of the California Medical Asso- 
ciation, and a member of the American Medical Association. 


+ 


PaLoMEQUE, Emitio J. Died February 1961, aged 60. 
Graduate of the University of Pennsylvania School of 
Medicine, Philadelphia, 1923. Licensed in California in 1934. 
Doctor Palomeque was a member of the Fresno County 
Medical Society. * 


Wricut, Cuirrrorp A. Died April 29, 1961, aged 79. 
Graduate of the University of Southern California School 
of Medicine, Los Angeles, 1907. Licensed in California in 
1907. Doctor Wright was a member of the Los Angeles 
County Medical Association. 
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PUBLIC HEALTH REPORT 


MALCOLM H. MERRILL, M.D., M.P.H. 


Director, State Department of Public Health 


AT THE REQUEST of the Contra Costa County Health 
Department the Bureau of Public Health Social 
Work recently conducted a pilot study to determine 
the social problems associated with venereal disease 
among teen-agers. 

Preliminary findings of the study, conducted in 
the Richmond City Health Clinic, disclosed that the 
majority of the teen-agers who have a venereal dis- 
ease come from troubled families—that they have 
trouble at school and at home, and with employ- 
ment. About half of the teen-agers in the study live 
in broken homes. 

Many are members of families that are known to 
many county and state agencies, such as welfare, 
.probation, California Youth Authority, and school 
guidance. 


r x ? 


Funds totaling $290,000 were allocated to local 
health departments this month for four new health 
service projects and studies, and for the continua- 
tion of seven other projects. 

The new ones are: San Bernardino County Health 
Department, a demonstration of preventive measures 
for reducing accidents and illnesses among children 
attending summer camps. Approximately 80,000 
children attending the 85 camps in the San Bernar- 
dino Mountains will be studied for frequency and 
nature of accidents, illnesses and immunization 
status, and thereafter a preventive program will be 
developed. 

The Alameda County Health Department will con- 
duct a chest x-ray minifilm evaluation to determine 
new ways for detecting tuberculosis effectively and 
efficiently. Health departments have been concerned 
over the relatively low effectiveness at present of 
chest x-ray programs to detect tuberculosis in popu- 
lation areas where the disease is most common. 

Dietary practices of senior citizens will be stud- 
ied by the Pasadena City Health Department. Poor 
food practices constitute an important problem in 
the control of chronic disease among the aging. 

For some time the San Mateo County Department 
of Public Health and Welfare has been coordinating 
agency service to speed rehabilitation of families 
with special social and health problems. 

A one-year special project was approved with the 
objective of assisting in the health evaluation of the 
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recipients of these services. Local interest is high 
in discovering ways of assisting families to regain 
self-sufficiency through improved health and train- 


ing for employment. 
? ? ? 


The department’s Crippled Children Services pro- 
gram provided care to 56,491 children during the 
1959-1960 fiscal year, a decrease in caseload of three 
per cent. 

Although there was a slight decrease in the total 
number of children receiving services through the 
program, there was not a corresponding decrease 
in total expenditures. On the contrary, a 14 per cent 
increase in expenditures was noted, with total pro- 
gram costs amounting to $7,504,629. 

Not much change has been noted in the propor- 
tion of children in the major categories of eligible 
conditions, with the exception of congenital heart 
disease and rheumatic fever. To illustrate this, in 
1950-51 children with congenital heart disease con- 
stituted only two per cent of the total caseload, but 
in 1959-60 these cases amounted to eight per cent 
of the total. 


The changes in the rheumatic fever program have 
been equally dramatic. In 1951-52, the peak year, 
children with rheumatic fever accounted for 10 per 
cent of the total caseload and 20 per cent of the total 
program expenditures. But by 1959-60 fiscal year, 
the number of children with rheumatic fever repre- 
sented only four per cent of the total caseload and 
only three per cent of total program costs. 

This was the first year in which nephrosis and 
the late residual effects of poliomyelitis were eligible 
for care. Services were provided to 88 children who 
had polio at a total cost of $122,078. 


t 7 7 


The possible health hazards to road construction 
crews from the dusts, fumes, noise and vibration 
caused by heavy equipment will be measured this 
summer on the Highway 40 freeway construction 
project over the Donner Summit. 


The Bureau of Occupational Health has received 
several complaints concerning illnesses reportedly 
caused by dusts generated by dry drilling on high- 
way construction, and of ear damage by the noise of 
certain pieces of heavy equipment. Similar investi- 
gations have been made on tunnel construction. 
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Medicine for You in 1961-62 


IT Is A SIGNIFICANT HONOR to serve you as the thirty- 
first President of the Woman’s Auxiliary to the 
California Medical Association. I will live up to the 
loyalty oath of this Association. 

Contrary to modern psychology which adjures 
one to never look back, one can only plan ahead by 
looking back. It would be foolish indeed to make 
plans which did not consider the experiences and 
traditions of the past. Costly mistakes can be avoided 
by an analysis of past history. Pitfalls not visible on 
the surface become apparent when former plans are 
analyzed in the light of “success” or “failure.” A 
plan is a poor one indeed if it precludes modifica- 
tion. 

Flexibility is one of the absolute necessities of a 
workable plan. We have been led to believe that mis- 
takes are a sign of weakness, when in truth they are 
the price of true learning. Each plan must have a 
face-saving mechanism built into it that will permit 
revisions, or even rejections, without embarrass- 
ment to those who have contributed time and effort 
to its formulation. The absence of a face-saving de- 
vice is a defect which can seriously handicap an 
honest search for a constructiveness of action. 

There are many areas of Auxiliary operation 
where planning can serve a useful purpose. Here 
are a few: 

Officership: The importance of auxiliary groups 
precludes the right to hold popularity contests or to 
leave to chance the leadership of so important an 
organization. A grooming process should be going 
on at all times with increasing responsibility being 
given to those who might well become future leaders. 

Membership: Who should be members? What are 
the requirements for active members? What are the 
particular talents of auxiliary members and how can 
we most widely and wisely utilize these talents? 


Presidential Address, Los Angeles, May 2, 1961. 
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Orientation and Education: A great deal can be 
done to educate communities in the importance of 
the work we are doing. Most physicians will be 
happy to address groups on various aspects of med- 
ical care and their specialties. Auxiliary meetings 
should be more than just social get-togethers. We 
should have as our goal: “Education of the commu- 
nity, the building of a good auxiliary organization 
and the development of a better understanding of 
medical problems in the world today.” 


Objectives: What are the particular needs of the 
auxiliary at this particular time? What problems 
require our most careful consideration this year? 
Definite objectives should be set up. These could be 
programs for strengthening and developing the 
auxiliary, A.M.E.F., Legislation, S.A.M.A., Com- 
munity Relations, Health Careers, fund-raising. It 
is infinitely more rewarding and effective to raise 
dollars when a plan has been formulated and an ob- 
jective is in sight than to proceed in a haphazard 
fashion. 

Together let us make this the theme for the year: 
Make no little plans, aim high in hope and work, 
always remembering that a noble, logical program, 
once recorded, will never die, but long after our 
year will be a living thing asserting itself with ever- 
growing insistency. 

It is my hope that you will make big plans in 
auxiliary work, and when the time comes, look back 
to evaluate and assess the efforts and results. Then 
look ahead toward greater implementation of your 
plans. 

Thank you for the opportunity of appearing be- 
fore you today. Thank you for your loyalty to the 
Woman’s Auxiliary to the California Medical Asso- 
ciation, and above all, thank you for making us one 
of the most important organizations in California. 


Mrs. LAWRENCE R, CusTER 


President, Woman’s Auxiliary to the 
California Medical Association 
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From the Prentice-Hall, Inc. 
Lawyer's Weekly Report 
dated February 13, 1961 


INFORMATION 


“Seminar Expenses" 


Warnincs have been given here before on the need 
to look into the deductibility, for tax purposes, of 
expenses incurred in taking cruises or foreign trips 
where some provision is made for professional sem- 
inars, visits to hospitals, etc. 

At the expense of being repetitious, such a warn- 
ing is again issued. The Internal Revenue Service 
is taking a very close look these days at all types of 
deductions and “seminar cruises” offer the service 
a fertile field for disallowing expenses. 

This opinion has now been backed up by Pren- 
tice-Hall, Inc., law publishers of Englewood Cliffs, 
‘N. J. This organization publishes the Lawyer’s 
Weekly Report, which is widely circulated among 
attorneys as a digest of recent court and tax rulings. 
A recent issue of this publication carried an item 
which so directly touches on the subject of educa- 
tional-vacation cruises that it is reprinted here, with 
permission of the publishers, 


Professional or business “seminar” cruises. Much 
pleasure, little work, means little deduction. Beware 
of travel brochures promising deductibility—they 
may not deliver. 

In his morning mail Dr. Hoover found an attrac- 
tive brochure describing a “Medical Seminar” given 
by five distinguished professors of Duke University. 
The seminar was to be conducted aboard the S.S. 
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Vulcania while sailing from New York to Venice. 
One eye-catcher in the brochure was this statement: 
“The cost of attending is a deductible expense when 
computing taxes.” 

That sold Dr. Hoover. He signed up for the cruise. 
Aboard ship he attended the medical lectures. They 
lasted about 55 minutes (plus discussion periods) 
on 6 or 7 days of the 18-day cruise. When the ship 
put in at various ports, he visited places of historic 
interest, such as the ruins of Pompeii. He deducted 
$1,881.86, the entire cost of the seminar cruise, as a 
business expense. 

The tax court found that Dr. Hoover’s primary 
purpose in going on the cruise was to have a vaca- 
tion—education was secondary, It noted the small 
portion of the total time that was spent at lectures 
and medical discussions. Comparable courses given 
at medical centers (for fees averaging $32) take 
only 4 days to complete. So the court performed ma- 
jor surgery on the deduction—only $232 was de- 
ductible as the education expense portion of the total 
cost (Hoover, 35 TC No. 60). 

Comment. Of course, the cost of education which 
helps you maintain or improve skills in your present 
job is deductible. And this includes the expenses of 
traveling. For example, had Dr. Hoover gone from 
his home in Columbus, Ohio, to Duke University, in 
North Carolina, to attend a medical seminar, all his 
costs — transportation, meals, lodging, tuition — 
would have been deductible. If he then took a sight- 
seeing trip from Duke to the mountains of Western 
North Carolina, the cost of this side trip would be 
personal and nondeductible. 

Caution. IRS has just issued this specific warn- 
ing: Be wary of advertisements that promise tax 
deductions for pleasure tours masquerading as pro- 
fessional seminars. Reason: Here, the primary pur- 
pose of the trip might not be education (News 
Release, IR-357, Jan. 30, 1961). 











NEWS & NOTES 


NATIONAL - STATE - COUNTY 





LOS ANGELES 


Dr. Kenneth H. Sutherland, former assistant health 
officer, became Los Angeles County health officer last month, 
succeeding Dr. Roy O. Gilbert who retired after 31 years 
of service with the department. Before coming to the Los 
Angeles County Health Department more than 20 years ago, 
Dr. Sutherland was health officer of Orange County. 

* * * 


Dr. L. S. Goerke has been appointed dean of the School 
of Public Health of University of California at Los Angeles. 
Dr. Goerke has been associate dean of the statewide Uni- 
versity of California School of Public Health since 1956 
and his new appointment follows a recent announcement of 
the establishment of a separate school at U.C.L.A. Before 
becoming a member of the faculty of the U.C.L.A. School 
of Medicine in 1954, the new dean had been health officer 
of Yolo County in 1940 and, after time out for Army Medi- 
cal Corps duty in World War II, was medical director of 
the Los Angeles City Health Department. 

a * * 


Dr. Roger O. Egeberg, medical director of the Los An- 
geles County Department of Charities, has been appointed 
to the State Board of Public Health by Governor Brown. He 
succeeds Dr. Erroll R. King of Riverside. The appointment 
does not interfere with Dr. Egeberg’s Los Angeles County 
position. 

a 2 * 


Dr. Leo Rangell, Beverly Hills, was elected president of 
the American Psychoanalytic Association at the annual 
meeting in Chicago last month. 


SAN FRANCISCO 


Mrs. Ernest Lilienthal, San Francisco, has been ap- 
pointed for a four-year term on the State Board of Public 
Health by Governor Brown. Her term will end January 15, 
1965. Mrs. Lilienthal, who last year served on the Gover- 
nor’s Committee on the Study of Medical Aid and Health in 
California, replaces Mrs. P. D. Bevil of Sacramento, whose 
term expired January 15, 1961. 

ok * * 


Dr. Alfred Auerback, San Francisco, was elected to a 
three-year term on the governing council of the American 
Psychiatric Association at the annual meeting of the organi- 
zation last month in Chicago. . 

ea ae cd 


Dr. Karl F. Meyer, director emeritus of the University 
of California’s George William Hooper Foundation for Med- 
ical Research, has received this year’s Jessie Stevenson Ko- 
valenko Medal for outstanding contributions to medical 
science. The National Academy of Sciences medal was pre- 
sented to Dr. Meyer in Washington April 24, in recognition 
of his achievements as an investigator, teacher, and admin- 
istrator for over half a century. 
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VENTURA 


Dr. Arlo A. Morrison, Ventura, has been chosen presi- 
dent-elect of the National Association of Blue Shield Plans. 
The Chicago headquarters of the organization announced 
that he will assume the post as president early next year. 

Dr. Morrison, a past president of the California Medical 
Association, has been active in many phases of prepaid med- 
ical care, having served for the past nine years on the 
Board of Trustees of California Physicians’ Service. He has 
just completed a term as C.P.S. president, and during 1959- 
1960 held office as C.P.S. president and chairman of the 
board simultaneously. He is currently president of the West- 
ern Conference of Prepaid Medical Service Plans, and is an 
alternate delegate to the American Medical Association. 


GENERAL 


The 24th annual exhibition of The American Physi- 
cians Art Association will be held from June 26 to 30 in 
New York City in conjunction with the annual meeting of 
the American Medical Association. The exhibit will include 
works of sculpture, painting, crafts and photography by 
physicians throughout the United States. 

Further information can be obtained from Dr. Alfred A. 
Richman, secretary, 307 Second Avenue, New York 3, N. Y. 

* * 


A wine research award has been established by the So- 
ciety of Medical Friends of Wine to stimulate additional 
research into the uses of wine in medicine. 

The award of $1,000 is offered to individuals or institu- 
tions who have conducted and published original research 
of conspicuous value in one of the following respects: (a) 
In identifying substances in wine, (b) in ascertaining the 
effects of components of wine on living cells, tissues or or- 
gans, or (c) in indicating appropriate clinical applications 
of wine in the treatment or prevention of disease. 

The Society’s Research Committee, of which Dr. Hilliard 
J. Katz, San Francisco, California, is chairman, will consider 
outstanding contributions and nominate possible recipients. 
The final selection will be determined by the Society’s mem- 
bership and its board of governors. 






POSTGRADUATE 
EDUCATION NOTICES 





THIS BULLETIN of the dates of postgraduate education 
programs and the meetings of various medical organ- 
izations in California is supplied by the Committee on 
Postgraduate Activities of the California Medical Asso- 
ciation. In order that they may be listed here, please 
send communications relating to your future medical or 
surgical programs to Postgraduate Activities, California 
Medical Association, 693 Sutter Street, San Francisco 2. 


UNIVERSITY OF CALIFORNIA AT LOS ANGELES 


Clinical Traineeships — Anesthesia, Dermatology 
and Pediatric Cardiology. Dates by arrangement. 
Minimum period—two weeks. Fee: Two weeks, $150.00; 
four weeks, $250.00. 

Office Surgery. Saturday, June 17. Six hours lecture, 

four hours lab. Fee: Lecture and lab, $40.00; Lecture 

only, $25.00. 
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Dermatology in Clinical Practice. Monday and Tues- 
day evenings, 7:30 to 10:00 p.m., July 10 and 11. Fee: 
$25.00. 

Advanced Seminars in Dermatology (for Dermatolo- 
gists). Wednesday through Sunday, July 12 through 16. 
University Conference Center, Lake Arrowhead. Thir- 
teen hours. Fee: $150.00 (includes room and meals). 

Infertility. Friday and Saturday, July 14 and 15.t 


Advanced Seminar on Infertility. Sunday through 
Wednesday, July 16 through 19. University Conference 
Center, Lake Arrowhead. Fee: $137.50 (includes room 
and meals). 

General Pediatrics. Wednesday through Sunday, August 
2 through 6. University Conference Center, Lake Arrow- 
head. Sixteen hours. Fee: $150.00 (includes room and 
meals). 

Advanced Seminars in Internal Medicine. Sunday 
through Wednesday, August 6 through 9. University 
Conference Center, Lake Arrowhead. Fee: $137.50 (in- 
cludes room and meals). 


Lower Extremities Prosthetics. Monday through Fri- 
day, September 25 through 29. Fee: $125.00. 

For information on courses for physicians or ancillary per- 
sonnel contact: Thomas H. Sternberg, M.D., assistant 
dean for Continuing Medical Education, U.C.L.A. Med- 
ical Center, Los Angeles 24. BRadshaw 2-8911, Ext. 
7114, 


UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 


Medical Symposium on Cerebral Palsy. Friday, June 
30. Seven hours. No fee. 

Obstetrics and Gynecology. Thursday through Satur- 
day, September 14 through 16. Twenty-one hours. Fee: 
$40.00. 


Internal Medicine—A Selective Review. Monday 
through Friday, September 18 through 22. Thirty-five 
hours. Fee: $20.00 per day or $90.00 per week. 


Neuropsychiatry in General Practice. Thursdays, Sep- 
tember 28 through November 2. Fee: $5.00. 


A Clinic on Human Disabilities. Friday and Saturday, 
September 29 and 30. Fourteen hours.* 


Evening Lectures in Medicine. Oakland Hospital, 
Tuesday evenings, October 3 through November 21. 
Fee: $35.00. 


Bone: Clinical Application of Recent Advances. 
Saturday through Monday, October 7 through 9. 
Twenty-one hours. Fee: $50.00. 


Urology. Thursday through Saturday, October 12 through 
14. Twenty-one hours. Fee: $50.00. 


Problems Due to Infection in Medicine and Surgery. 
Saturday and Sunday, October 28 and 29. Fourteen 
hours. Fee: $25.00. 

Problems of Adolescence. Children’s Hospital, Satur- 
day, November 4. Seven hours. Fee: $12.50. 

Alcohol and Civilization. Saturday through Monday, No- 
vember 11 through 13. Twenty-one hours. Fee: $25.00. 

Psychiatry in General Practice. Napa State Hospital, 
Saturday and Sunday, November 18 and 19. Fourteen 
hours. Fee: $25.00. 

Surgery of the Hand and Forearm. Friday through 


Sunday, December 1 through 3. Twenty-one hours. Fee: 
$50.00. 


* Fee to be announced. 
tHours and fees to be announced. 
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External Diseases of the Eye. Thursday through Sat- 
urday, December 7 through 9. Twenty-one hours, Fee: 
$50.00. 

Fundamental Practices of Radioactivity and the Di- 
agnostic and Therapeutic Use of Radioisotopes. 
Two or three month course limited to one enrollee per 
month. Fee: $350.00. 

For information on courses for physicians or ancillary per- 
sonnel contact: Department of Continuing Medical Edu- 
cation in Medicine and Health Sciences, University of 
California Medical Center, San Francisco 22. MOntrose 
4-3600, Ext. 665. 


PRESBYTERIAN MEDICAL CENTER, SAN FRANCISCO 


Horizons in Surgery. Saturday, June 17. Eight hours. 
Fee: $25.00. 

Conference on Strabismus. Wednesday through Fri- 
day. July 26 through 28. Limited enrollment. Fee: 
$100.00. 

Contact: Arthur Selzer, M.D., program committee chair- 
man, Presbyterian Medical Center, Clay and Webster 
Sts., San Francisco 15, WEst 1-8000, Ext. 303 or 414. 


UNIVERSITY OF SOUTHERN CALIFORNIA, 
LOS ANGELES 


Hawaii Course. August 2 through 18. The USC School of 
Medicine will offer the 4th Postgraduate Refresher 
Course to be held in Honolulu and on board the S.S. 
Matsonia. (As a time and money saver, air travel is also 
possible.) 

Basic Home Course in Electrocardiography. One year 
postgraduate series, electrocardiogram interpretation by 
mail. Physicians may register at any time and receive 
all 52 issues. Fifty-two weeks. Fee: $100.00. 


Advanced Home Course in Electrocardiography. One 
year postgraduate series, electrocardiogram interpreta- 
tion by mail. Fifty-two issues: $85.00. Physicians may 
register at any time. 

Intensive Review of Internal Medicine. Monday 
through Friday, September 11 through 22, 8:30 a.m. to 
12:30 p.m., Los Angeles County Hospital. Fee: $65.00. 

Recent Advances in Medicine. Thursday and Friday, 
November 9 and 10, Statler Hotel, Los Angeles.* 

Contact: Phil R. Manning, M.D., Associate Dean and 
Director, Postgraduate Division, University of Southern 
California School of Medicine, 2025 Zonal Avenue, Los 
Angeles 33. CApital 5-1511. 


COLLEGE OF MEDICAL EVANGELISTS 


Clinical Traineeships available in clinical departments 
by arrangement with Postgraduate Division and Post- 
graduate Chairman of department involved. In addition 
to those listed other traineeships in other departments 
can be arranged. Eighty hours minimum. Limited en- 
rollment. Begin when individually arranged. 

1. Anesthesia. Six months, 250 to 300 hours. Fee: 
$350.00. 

2. Internal Medicine. Two weeks to nine months. 

3. Pulmonary Diseases (can be arranged). 

4. Traumatology. One month. 160 hours. Fee: $125.00. 

5. Urology (can be arranged). 

Alumni Postgraduate Convention. March 13 through 
15, 1962, Ambassador Hotel, Los Angeles. Contact: 
Kenneth H. Abbott, M.D. 

For information contact: Office of the Dean, College of 
Medical Evangelists, 1720 Brooklyn Ave., Los Angeles 
33. ANgelus 9-7241, Ext. 214. 
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Sacramento Valley Counties, June 30 and July 1, in co- 
operation with Stanford University School of Medicine, 
Tahoe Tavern, Lake Tahoe. Chairman: Joel T. Janvier, 
M.D., 3632 Marysville Road, Del Paso Heights. 


v A ? 


AUDIO-DIGEST FOUNDATION 


A nonprofit subsidiary of California Medical Association, 
offers a subscription series of hour-long tape recordings 
condensing highlights of important literature and lead- 
ing national meetings. Designed to be heard in the auto- 
mobile, home or office. Six different services are offered 
—General Practice, Surgery, Internal Medicine, Obstet- 
rics-Gynecology, Pediatrics, and Anesthesiology. Also, 
just compiled and released is a Catalog of Classics, of- 
fering panel discussions and symposia on specific sub- 
jects in all specialties. For information contact Mr. 
Claron L. Oakley, Editor, 1919 Wilshire Blvd., Los 
Angeles 57, HUbbard 3-3451. 


Medical Dates Bulletin 


SUMMER MEETINGS 


Western BrancH, AMERICAN PusBLic HEALTH Associa- 
T10N Annual Meeting (joint with U. S.-Mexico Border 
Public Health Association). June 26 through 29, El 
Cortez Hotel, San Diego. Contact: Robert E. Mytinger, 
M.P.H., director, Executive Office Western Branch, 
APHA, 693 Sutter Street, San Francisco 2. 


IpaHo StaTE Mepicat AssociATION 69th Annual Meeting, 
Sun Valley, Idaho, June 28 through July 1. Contact: 
Mr. Armand L. Bird, executive secretary, Sonna Build- 
ing, Boise, Idaho. 


Los ANGELES ACADEMY OF GENERAL Practice Medical 
Seminars for General Practitioners. University Resi- 
dential Conference Center, Lake Arrowhead, July 8 
through 12. Contact: Gordon Beckner, M.D., program 
chairman, 1704 West Manchester, Los Angeles 45. 


Nevapa State Mepicat Association 58th Annual Meet- 
ing and 11th Annual Conference of the Reno Surgical 
Society. August 23 through 26. Reno, Nevada. Contact: 
Mr. Nelson B. Neff, Exec. Secretary, Nevada State Med- 
ical Association, 506 Humboldt St., Reno. 


Paciric DermMaToLocic AssociaATION Annual Meeting. 
Hotel Utah, Salt Lake City, Utah, August 30 through 
September 2. Contact: Edward J. Ringrose, M.D., sec- 
retary-treasurer, 2828 Telegraph Avenue, Berkeley 5. 


SEPTEMBER MEETINGS 


NaTIONAL Kipney DiseasE Founpation First Profes- 
sional Kidney Symposium, Ambassador Hotel, Los An- 
geles, September 13, 9:00 a.m. to 5:00 p.m. Fee: $12.50 
(includes lectures and lunch). -Contact: Mrs. Jean 
Gordon, administrative assistant, 1227144 South La Brea, 
Los Angeles 19. 


392 


St. Joun’s Hospitat Postgraduate Assembly. September 
14 through 16. St. John’s Hospital, 1328 22nd St., Santa 
Monica. Contact: John C. Eagan, M.D., director, 1328 
22nd St., Santa Monica. 


WasHINGTON StaTE MeEpicaL AssociaTION Annual Con- 
vention. September 17 through 20. Olympic Hotel, Se- 
attle, Wash. Contact: R. W. Neill, 1309 7th Ave., Seattle. 


San Francisco Heart AssociaTIon 31st Annual Postgrad- 
uate Symposium. September 27 through 29, St. Francis 
Hotel, San Francisco. Contact: Gene Taylor, executive 
director, 259 Geary Street, San Francisco 2. 


Cauirornia Society OF INTERNAL MepicinE Annual Meet- 
ing. September 29 through October 1. Hotel del Coro- 
nado, Coronado. Contact: Philip L. Pillsbury, M.D., 
secretary-treasurer, 350 Post Street, San Francisco 8. 


OCTOBER MEETINGS 


Kaiser FounpatTion Hospitats in NorTHERN CALIFORNIA 
Fifth Annual Symposium on Immunology and Autoim- 
mune Disease. October 6 and 7, Fairmont Hotel, San 
Francisco. Contact: Martin A. Shearn, M.D., director 
of medical education, 280 West MacArthur Blvd., 
Oakland. 


WESTERN INDUSTRIAL MEDICAL AssocIATION Western Oc- 
cupational Health Conference, October 6 and 7, Bilt- 
more Hotel, Los Angeles. Contact: B. M. Brundage, 
M.D., Medical Director, Atomics International, P. O. 
Box 309, Canoga Park, Calif. 


Los AncELEs County Heart Association Professional 
Symposium. October 11 and 12. 9 a.m. to 5 p.m., Stat- 
ler Hilton Hotel, Los Angeles. Contact: Manuel Siegel, 
Program Director, 2405 W. 8th St., Los Angeles 57. 


CALIFORNIA ACADEMY OF GENERAL PRACTICE 1961 Scien. 
tific Assembly. October 15 through 18. Statler Hilton 
Hotel, Los Angeles. Contact: William W. Rogers, Exec. 
Secretary, 461 Market Street, San Francisco 5. 


West Coast PsycHoanatytic Societies Meeting, Beverly 
Hills, October 21 and 22. Contact: Executive Secretary, 
Los Angeles Institute for Psychoanalysis, 344 North 
Bedford Drive, Beverly Hills. 


St. Jupe Hospirat PostcrapuaTe AssEMBLY, Fullerton, 
October 22, all day beginning at 8:30 a.m. Contact: 
B. L. Tesman, M.D., St. Jude Hospital, Fullerton. 


AMERICAN SOCIETY OF ANESTHESIOLOGISTS, INCc., October 
22 through 27, Statler Hilton, Los Angeles. Contact: 
Mr. John W. Andes, executive secretary, 515 Busse 
Highway, Park Ridge, Illinois. 


San Disco County Heart Association Eleventh Annual 
Symposium. San Diego Veterans War Memorial Build- 
ing, October 27 and 28. Contact: O. M. Avison, execu- 
tive director, 3545 Fourth Avenue, San Diego 3. 


NOVEMBER MEETINGS 


AmericaAN COLLEGE OF Puysicians Southern California 
Region Annual Basic Science Lecture. Statler Hilton, 
Los Angeles, November 1, 6:30 p.m. Contact: George 
C. Griffith, M.D., governor, Box 25, 1200 North State 
Street, Los Angeles 33. 


San Disco County Generat Hospirtat Fifteenth Annual 
Postgraduate Assembly. November 1 and 2. No registra- 
tion fee. Contact: David E. Wile, M.D., chairman, San 
Diego County General Hospital, San Diego. 
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Los ANcELEs Pepiatric Society (of Los Angeles County 
Medical Association) Annual Brennemann Lecture 
Series. Ambassador Hotel, Los Angeles, November 8 
and 9. Contact: Neil N. Litman, M.D., vice-president, 
9209 Sixth Avenue, Inglewood 4. 

Paciric Coast Fertiuity Society Tenth Annual Meeting, 
El Mirador Hotel, Palm Springs, November 9 through 
12. Contact: Gregory Smith, M.D., secretary, 909 Hyde 
Street, San Francisco 9. 

San Dieco CuHapter, CALIFORNIA ACADEMY OF GENERAL 
Practice Fifth Annual Meeting. November 9 through 
11, Riviera Hotel, Las Vegas. Contact: George H. 
Burkhart, M.D., 514 Third Ave., Chula Vista. 

WesTERN SurcicaL Association, November 29 through 
December 1, St. Francis Hotel, San Francisco. Contact: 
Walter W. Carroll, M.D., secretary, 700 N. Michigan 
Ave., Chicago 11. 


DECEMBER MEETINGS 


AMERICAN COLLEGE OF CHEsT PuysiciaAns Seventh An- 
nual Postgraduate Course on Diseases of the Chest. 
December 4 through 8, 9:00 a.m. to 5:00 p.m. daily, 
Statler Hilton Hotel, Los Angeles. Contact: Mr. Murray 
Kornfeld, executive director, 112 East Chestnut Street, 
Chicago 11, Illinois. 


*59% of 545,200 Federal 
Employees and Dependents in 
California Choose ‘Service’ 


*Source: U. S. Civil 
Service Commission 


Health Plan Type 
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1962 MEETINGS 


AMERICAN COLLEGE OF SurGEONS Sectional Meeting. 
Statler-Hilton and Biltmore Hotels, Los Angeles, Janu- 
ary 29 through February 1. Contact: William P. Long- 
mire, Jr., M.D., local chairman, UCLA Medical Center, 
Los Angeles 24. 


TUBERCULOSIS AND HEALTH ASSOCIATION OF CALIFORNIA 
Annual Meeting. San Diego, February 7 through 10. 
Contact: Mrs. Dalarie Lichtensteiger, 130 Hayes Street, 
San Francisco. 


AMERICAN COLLEGE OF PHYSICIANS SOUTHERN CALIFOR- 
n1A Recion Annual Regional Meeting. El Mirador Ho- 
tel, Palm Springs, February 16 through 18. Contact: 
George C. Griffith, M.D., governor, Box 25, 1200 North 
State Street, Los Angeles 33. 


Paciric Coast SurcicaL Association Annual Meeting. 
Sheraton Hotel, Portland, Oregon, February 18 through 
21. Contact: Carleton Mathewson, M.D., Presbyterian 
Medical Center, San Francisco. 


INTERNATIONAL COLLEGE OF APPLIED Nutrition Annual 
Convention. Huntington-Sheraton Hotel, Pasadena, 
March 22 and 23. Contact: Donald C. Collins, M.D., 
secretary, Suite 503, 7046 Hollywood Blvd., Holly- 
wood 28. 


Distribution of Enrollment of Federal 
Employees by Types of Health Plans 


practice plans f 


SUPPLEMENTAL DATA: 


®@ More than 93% of Federal employees nationally and more 
than 90% of them in California now have some form of 
health care coverage. 
Total U. S. Federal employee-dependent enrollment: 
5,173,465. 
4 out of 5, nationally, selected high option benefits. 
In California, more than 9 out of 10 Federal employees 
who enrolled in group practice plans are in Kaiser Foun- 
dation Health Plan. 
Virtually all 10,100 California Federal employees and de- 
pendents enrolled in individual practice plans are in the 
Federation for Foundations for Medical Care. 

—Prepared by CMA Bureau of Research & Planning 





THE PHYSICIAN'S Cookshelf- 


PROGRESS IN THE TREATMENT OF FRACTURES 
AND DISLOCATIONS — 1960-1960 — Thomas B. Quigley, 
M.D., Assistant Clinical Professor of Surgery, Harvard 
Medical School; Surgeon, Peter Bent Brigham Hospital; 
and Henry Banks, M.D., Clinical Associate in Orthopedic 
Surgery, Harvard Medical School; Associate in Orthopedic 
Surgery, Peter Bent Brigham Hospital. W. B. Saunders 
Company, Philadelphia, 1960. 102 pages, $2.50. 


Over 400 articles were selected for this 100-page review. 
The first 10 pages are devoted to a discussion of the general 
principles in the treatment of all fractures. There has been 
increasing attention to rehabilitation of the patient. More 
open reductions are being done, the quality of metallic in- 
serts has been improved, there is much more extensive use 
of intramedullary splinting with corresponding decrease in 
the number of plates used. Replacement parts except for the 
head of the femur have practically disappeared. Antibiotics 
are no substitute for good surgical technique. Most frac- 
tures can be successfully treated by closed reduction and 
splinting. The decade witnessed the first unsuccessful at- 
tempt to use “bone glue.” No advance has been made in our 
attempts to shorten the healing time either of soft tissue 
wounds or of fractures. 

The main portion (70 pages) of the small volume deals 
with specific fracture problems beginning with the clavicle 
and ending with the bones of the foot. It is now obvious that 
the problem of habitual dislocation of the shoulder has been 
solved. There is still no completely satisfactory solution for 
the comminuted fracture dislocation of the shoulder joint. 
Contrary to some statements in text books, certain types of 
fractures of the humerus can be difficult. The so-called hang- 
ing arm cast, especially when used in elderly, weak muscled 
people, can result in distraction and nonunion. Early active 
motion is accented in the articles on injuries to the elbow 
joint. The indications and contraindications for operation in 
fracture of the radial head are clearly defined. The authors 
have recently treated 12 “shattered” elbows by open reduc- 
tion with results “good enough to justify continuation of the 
clinical study.” 


For fractures of the forearm bones (adult) most authors 
are now recommending open reduction and internal fixation 
with marrow rods and addition of cancellous bone grafts at 
the fracture site. A long arm plaster cast for 12 to 16 weeks 
is essential. During the past 10 years there has been greater 
interest in hand injuries. More surgeons have learned the 
principles involved in their treatment but little if any change 
or advance has been made. This last statement can also be 
made about the treatment of spinal injuries. 


For intracapsular fracture of the hip in younger people 
internal fixation is still the method of choice but many ortho- 
pedic surgeons are now doing primary prosthetic replace- 
ment operations in those of 70 or older. For complications 
such as irreducibility, nonunion and aseptic necrosis the 
prostheses have been successful in a high percentage of 
cases. Practically all orthopedic surgeons writing on frac- 
tures in and around the hip are now recommending internal 
fixation for intertrochanteric fractures. 
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Probably one of the greatest advances during the past 10 
years is the clarification of the indications and techniques for 
the treatment of fractures of the shaft of the femur by intra- 
medullary fixation. A number of excellent papers on this 
subject are reviewed, 

During this same decade the enthusiasm for complete 
patellectomy has cooled somewhat, while at the same time it 
seems well established that when the internal collateral liga- 
ment is torn probably the anterior cruciate and internal 
meniscus are also involved and prompt surgical repair is in 
order. 

A number of papers on open reduction treatment of tibial 
fractures (both bones) with insertion of various metallic 
devices have appeared. I think the authors’ confusion about 
the treatment of these fractures is well exemplified by their 
statement, “It is to be hoped that the next progress report 
ten years hence will present a clearer definition of the indi- 
cations and contraindications for the various methods of 
management of this common, difficult and treacherous frac- 
ture problem.” 

The decade has also seen an even firmer realization that 
the fractured ankle must be restored to perfect position if a 
satisfactory result is to be anticipated. The number of open 
reductions has increased enormously. Another important 
point has been the repeated stressing of the necessity for a 
long above-the-knee cast if displacement is to be prevented. 

Finally the authors point out that some 10 years ago many 
hospitals were enthusiastically establishing bone banks but 
this interest has waned considerably. The patient’s own bone 
is best. 

This review is an invaluable contribution. It permits the 
busy surgeon to review in an hour or two the best that was 
written on fractures during the past decade. The articles 
reviewed have been well selected, the reviews are written 
in an interesting style, and above all one gets the opinions 
of the authors, obviously men of great experience and stature 
in this field. Don Kine, M.D. 


* * * 


PROTEIN AND AMINO ACID REQUIREMENTS IN 
EARLY LIFE—L. Emmett Holt, Jr., M.D., Department 
of Pediatrics, New York University; Paul Gyérgy, M.D., 
Department of Pediatrics, University of Pennsylvania; 
Edward L. Pratt, M.D., Department of Pediatrics, Uni- 
versity of Texas; Selma E. Snyderman, M.D., Department 
of Pediatrics, New York University; and William M. 
Wallace, M.D., Department of Pediatrics, Western Re- 
serve University. New York University Press, Washington 
Square, New York 3, N. Y., 1960. 63 pages, $1.00 paper 
edition. 

Students of nutrition, rather than clinicians, will find 
this evaluation of our present knowledge concerning protein 
and amino acid requirements in infancy and early childhood 
of interest. It is also hopefully aimed at the industry which 
has largely taken over the responsibility for giving dietary 
advice in these years. Minimal and opiimal requirements are 
dealt with, as well as potential results of excessive feeding 
of protein. The picture of clinical protein deficiency, 
kwashiorkor, is also presented. 
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MEDICAL HISTORY-TAKING—Ian Stevenson, M.D., 
Professor of Psychiatry and Chairman, Department of 
Neurology and Psychiatry, University of Virginia School 
of Medicine. Paul B. Hoeber, Inc., Medical Division of 
Harper & Brothers, 49 East 33rd Street, New York 16, 
N. Y., 1960. 273 pages, $6.50. 


Although this book was designed for medical students it 
could be read with profit by many young physicians and 
some older ones. Dr. Stevenson deals with medical history- 
taking from three aspects. The first of these has to do with 
the physician-patient relationship and the process of the 
medical interview, that is, what it is that goes on between 
patient and physician in the interview. The next section 
of the book deals with the components of the history, and 
covers its various headings and the kinds of information 
that ought to be obtained in each of the headings of the 
medical history. The third and longest part of the book has 
to do with the technique of history taking and deals with 
the technical problems of guiding the interview, helping 
patients to talk freely, common problems in history taking 
techniques and various difficulties or special problems in 
interviewing patients. Textual descriptions and explana- 
tions are heavily interspersed with examples of good and 
bad techniques. 

This is an exhaustive book, covering all aspects of history- 
taking in a fair amount of detail. On the one hand, this 
makes it more useful, since it covers the subject rather 
completely. On the other hand, for medical students its 
very completeness may tend to give them some feeling of 
being overwhelmed by a process whose complexity is fright- 

. ening, as they approach their initial medical interviewing. 
For the physician in practice, the book’s exhaustiveness may 
again pose a problem, since the busy physician may balk 
at reading so detailed a book on a subject he probably feels 
he is already amply competent in. In spite of this, it would 
probably be worth his time. Though he is probably familiar 
with most of the material covered by the book, this re- 
viewer’s observation of interviews conducted on rounds by 
fairly experienced physicians has conveyed to him the 
awareness that many common errors are made even by the 
experienced. 

Dr. Stevenson is a psychiatrist. Although his book deals 
with medical history-taking it is clearly written from the 
point of view of a psychiatrist, with a fair amount of 
weighting of material pertinent to the psychological aspects 
of illness, both psychiatric and structural, This point is 
mentioned here not because the book is less applicable 
to medical history taking for this reason; but really because 
a casual glance might imply that it is primarily for the 
physician interviewing a patient with “functional” disease. 

All in all, this is a book which can unhesitatingly be 
recommended for medical students and which might well 
be made a part of their required reading. 

D. A. Scowartz, M.D. 


* * * 


FUNDAMENTALS OF NERVE BLOCKING—Vincent J. 
Collins, M.S., M.D., Associate Professor of Anesthesiology, 
New York University Medical Center and Anesthesi- 
ologist, Bellevue Hospital Center. With the Assistance of 
Emery Andrew Rovenstine, M.D., Professor of Anesthesi- 
ology and Chairman of Department of Anesthesiology, New 
York University Medical Center and Director Division of 
Anesthesia, Bellevue Hospital Center. Lea & Febiger, 
South Washington Square, Philadelphia 6, Pa., 1960. 354 
pages, $9.50. 


In this comparatively small volume the author presents the 
techniques and experiences of the Nerve Block Clinic of 
Bellevue Hospital. In carrying out his task Dr. Collins 
offers a considerable amount of information in a somewhat 
tabulated form. 

The title is misleading inasmuch as considerable wordage 
is devoted not only to nerve block methods but to other 
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diagnostic and therapeutic aspects of pain problems. It is 
in this latter approach that this book leaves much to be 
desired. 

The reviewer does not take issue with the author’s ability 
to block nerves with the various chemical agents but, 
rather, with the indications for some of these techniques. 
For example, in discussing gasserian ganglion block he 
states that in advancing the needle through the foramen 
ovale the “subdural space” may be entered and cerebro- 
spinal fluid obtained. Furthermore, it is stated that the 
needle may penetrate the brain substance but no harm 
occurs. No mention is made of the multiple and permanent 
nerve palsies that result from the inadvertent injection of 
alcohol into the subarachnoid space. 

In the discussion of trigeminal branch blocking the author 
refers to injection of “the anesthetic solution” and fails to 
differentiate between the relatively innocuous anesthetic 
solutions and more destructive ethyl alcohol. If alcohol was 
used in the recommended volumes serious complications 
could ensue. 

Alcohol block is recommended as one form of treatment 
for glossopharyngeal neuralgia. This procedure is not justi- 
fied because of the danger of paralyzing the vagus and 
accessory nerves and the sympathetic branch which lie 
in close proximity. 

Posterior rhizotomy, chordotomy and lobotomy are men- 
tioned as surgical techniques used to relieve postherpetic 
neuralgia. Experienced neurosurgeons do not use these 
ineffective methods. 

In many instances the nerve block techniques are in- 
sufficiently detailed to be of value to the novice. Experi- 
enced anesthesiologists would prefer the more standard 
reference works on the subject. There are many inaccuracies 
in the spelling of proper names and anatomical terms and 
in some definitions (torticollis is described as “pain in 
the neck”). Finally, the grammatical construction leaves 
much to be desired. This reviewer finds it difficult to recom- 
mend this book. 

Rosert H. Pupenz, M.D. 


* * * 


THE HAND—A MANUAL AND ATLAS FOR THE 
GENERAL SURGEON—Henry C. Marble, M.D., F.A.C.S., 
Consulting Surgeon to the Massachusetts General Hos- 
pital. W. B. Saunders Company, West Washington Square, 
Philadelphia 5, Pa., 1960. 207 pages, $7.00. 


The author of this small text has had a world of experi- 
ence over many years in dealing with injuries of the hand. 
He has always been active in the teaching of medical 
students and house officers. Now, as a senior in the field 
of hand surgery, he has reviewed and sifted as it were, 
his experiences to record in this text the principles and 
procedures he considers time proven. 

The book covers anatomy, applied physiology, open and 
closed injuries, infections and tumors of the hand, along 
with points on history-taking, recording, and splinting. 
Special emphasis is given to the principles of primary care, 
a thesis which can never be overemphasized. The illus- 
trations are all line drawings in type and thus depict 
diagrammatically and well the particular point being em- 
phasized. This type of illustrating in many ways is far 
superior, from a teaching standpoint, to multiple photo- 
graphs of individual cases. 

Other specialists in the field would find a few minor 
points for disagreement or discussion which is only natural, 
but for students, house officers, and those in practice who 
have occasion to treat hand injuries this book is a firm, 
first stepping stone to the understanding of the problems 


involved. 
Lot D. Howarp, Jr., M.D. 
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CLINICOPATHOLOGICAL CONFERENCES OF THE 
MASSACHUSETTS GENERAL HOSPITAL — Selected 
Medical Cases—Benjamin Castleman, M.D., Chief, James 
Homer Wright Pathology Latkoratories, Massachusetts 
General Hospital, and Clinical Professor of Pathology, 
Harvard Medical School; and H. Robert Dudley, Jr., M.D., 
Assistant in Pathology, Massachusetts General Hospital, 
and Instructor in Pathology, Harvard Medical School. 
Little, Brown & Company, Boston 6, Massachusetts, 1960. 
295 pages, $12.50. 


The clinical pathological conference—the C.P.C_—is now 
an established and integral part of the medical curriculum. 
In some institutions the C.P.C. is looked on rather as a 
sporting exercise with the pathologists “out to get” the 
clinicians. This is, however, a purely secondary objective, 
the real purpose of the exercise being to keep up the 
students’ (and the graduates’) interest in continuing to see 
the morbid anatomy of disease at a time when there would 
otherwise be little opportunity. 

Doctors owe a great debt of gratitude to the New England 
Journal of Medicine for its labors through the years in 
presenting regularly one or two cases in the form of a 
C.P.C. These have been prepared with meticulous care 
and with good judgment. One physician presents the 
clinical analysis with very little help from others; we have 
seen C.P.C.’s elsewhere in which ten or more specialists 
have been called on each to discuss a small specialized point, 
a ridiculous procedure which leads only to lost motion. 

This volume contains reprints of fifty selected cases pre- 
sented at the C.P.C.’s of the Massachusetts General Hospital 
over a period of twenty-five years; in many instances the 
original discussor has added comments many years later. 

The introduction sketches the history of the C.P.C. and 
Dr. Richard Cabot’s part in developing it. The exercise 
seems promptly to have become popular; at any rate C.P.C.’s 
under Osler and MacCallum were in full swing at Johns 
Hopkins as early as 1907 and were made locally famous by 
the astonishing clinical acumen first of W. S. Thayer and 
later of L. W. Hamman. 

Dr. Castleman and Dr. Dudley have edited the present 
volume with excellent judgment and it will stand as a fine 
memorial to those who have become prime movers from 
Cabot on, in these weekly presentations. 

Artuur L, BLoomrie.p, M.D. 
* a cs 

MODERN OCCUPATIONAL MEDICINE—2nd Edition— 
Thoroughly Revised—A. J. Fleming, M.Sc., M.D., F.A.C.P., 
Medical Director, E. I. du Pont de Nemours & Company, 
and C. A. D’Alonzo, M.D., F.A.C.P., Assistant Medical Di- 
rector, Medical Division, E. I. du Pont de Nemours & 
Company, Editors. J. A. Zapp, Ph.D., Director, Haskell 
Laboratory for Toxicology and Industrial Medicine, E. I. 
du Pont de Nemours & Company, Associate Editor. Lea 
& Febiger, Washington Square, Philadelphia 6, Pa., 1960. 
587 pages, $12.00. 

In addition to the editor and his associate editors there 
are nineteen other contributors to this book, all of whom are 
on the medical or research staff of E. I. du Pont de Ne- 
mours and Company. Seldom has a textbook in medicine 
been a “family affair” of such proportion. Each member con- 
tributes from his field of interest. The book is divided into 
eight sections, each section having a varying number of 
chapters dealing with various subjects. 

A few years ago this reviewer, along with a number 
of physicians practicing industrial toxicology, was the guest 
of the du Pont Company on the occasion of the dedication of 
its Haskell Laboratory for Toxicology and Industrial Medi- 
cine. There we witnessed the clinician, toxicologist, chemist, 
pathologist, physiologist, hygienist and biostatistician en- 
gaged in an integrated program designed to protect the 
industrial worker and the public against the hazards of 
chemical intoxication. Much of this book relates the manner 
in which this is done. 
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This reviewer cannot enumerate completely the list of 
chapter titles. A few of these are: Research; toxicological 
methods and plant surveys; protective clothing for the chem- 
ical industry; immunization in industry; physiology of mus- 
cular work; practical application of stress in industrial jebs; 
rehabilitation of the alcoholic in industry; sanitation, water 
supply and pollution; safety in industry. 

Approximately fifty pages are devoted to mental health, 
application of psychiatry to industry and emotional factors 
in skin disease. 

In Chapter VIII is found a dictionary of toxic compounds. 
Here is a most complete listing of innumerable chemicals 
from acrolein to zinc chloride. Unfortunately this wide 
gamut does not permit a detailed clinical description of toxic 
states resulting from undue exposure to the majority of the 
chemicals listed. Most interesting is the chapter entitled 
“Emerging Environmental Hazards” with its illuminating 
consideration of the manner in which the human body copes 
with small doses of toxic materials, One statement—“kernel 
toast and charred meat contain traces of well known carcin- 
ogens” recalls to the reader’s mind the occasional episodes 
of unfounded fear in the public mind such as the fairly 
recent cranberry scare. 

Modern Occupational Medicine contains numerous graphs 
and charts. With but two exceptions the illustrations are 
confined to the subject of occupational chest diseases. Here 
the reproduction of x-ray films and histopathologic material 
is most excellent. The radiographic reproduction actually 
reveals clearly the pathology that exists. This quality is not 
common to most textbooks. 

This book is an excellent ready reference with especial 
value for plant physicians and particularly so for those en- 
gaged in the chemical industry. As previously intimated, the 
student, general industrial physician and general practi- 
tioner will find it lacks, in most instances wherein toxicity is 
discussed, the complete clinical approach, that is, a consid- 
eration of signs, symptoms, treatment and prognosis (esti- 
mation of disability) . 

RutuHerrorp T, Jounstone, M.D. 


* * * 


ANTISERA, TOXOIDS, VACCINES AND TUBER- 
CULINS IN PROPHYLAXIS AND TREATMENT—Fifth 
Edition—H. J. Parish, M.D., F.R.C.P.E., D.P.H., Clinical 
Research Director, Wellcome Foundation Ltd.; formerly 
Bacteriologist, Wellcome Research Laboratories; and D. 
A. Cannon, O.B.E., M.B., B.Sc., D.T.M. & H., Medical 
Adviser, Wellcome Research Laboratories, Beckenham, 
Kent; formerly Chief Pathologist, Federal Medical De- 
partment, Nigeria. The Williams & Wilkins Co., Balti- 
more 2, Maryland, exclusive U. S. agents, 1961. 288 pages, 
$8.50. 


This is a “classical” review of biologic products by a 
scientist who has had very close contact with problems 
of manufacture, standardization, and development of such 
materials in England. From the standpoint of the practic- 
ing physician, some features of the book will be found 
“quaint,” e.g., the detailed description how to inject and 
bleed a horse, with photographs of a horse hooked up to a 
bottle. Many descriptions of specific products include a 
good deal of detail which is usually supplied in the United 
States as “package insert” by the individual manufacturer 
and which frequently varies with time of supply and source. 
On the other hand a wealth of valuable information is 
supplied regarding properties and uses of biologic products 
which appear to be both accurate and reasonably up to 
date. I doubt that many physicians will have this book in 
their offices but I feel it should be available in hospital 
libraries for ready reference. Few doctors will want to read 
the entire book but many may want to look up a specific 
point rapidly. 

Ernest Jawetz, M.D. 
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DUNHAM’S PREMATURE INFANTS—Third Edition— 
William A. Silverman, M.D., Associate Professor of 
Clinical Pediatrics, College of Physicians and Surgeons, 
Columbia University; Director of the Premature Nursery, 
Babies Hospital, New York, N. Y. Paul B. Hoeber, Inc., 
Medical Division of Harper & Brothers, 49 East 33rd 
Street, New York 16, N. Y., 1961. 578 pages, $15.00. 

This third edition is a great improvement over the second. 
The format has been completely rearranged so that the in- 
terest of the reader is held from the very beginning. On 
every page, the subject matter stands out sharply separated 
from previous data by a bold title which awakens in the 
reader a wish that all medical texts could be so written 
and printed. Tables, charts, figures and drawings abound 
and stand out in bold relief. The 578 pages are not the 
result of verbosity but are due to the separation of each 
subject which is discussed briefly but sufficiently to give 
the reader full understanding of problems pertaining to the 
premature infant. 

In rearranging the second edition Dr. Silverman has pro- 
vided the physician caring for prematures a comprehensive 
guide to every aspect of antenatel, perinatal and postnatal 
care. The dangers that beset the premature by inheritance, 
when in utero, in delivery room or the nursery are dis- 
cussed whether of physiological, infectious or surgical na- 
ture. Besides the usual methods of care that are discussed 
in older books on the premature, such subjects as pneu- 
momediastinum, pneumothorax, respiratory distress syn- 
drome, neonatal bilirubinemia and the effect of the diabetic 
mother upon the premature have prominent space. 

The book is divided into three sections with general, 
clinical and public health considerations placed in that 
order. In the second edition the public health and statistical 
aspect occupied so much space, as well as abnormal condi- 
tions affecting older infants, that the problems of the 
premature as met by the attending physician held a place 
of secondary importance. In this third edition these aspects 
have assumed their proper position. Each of the 26 chapters 
is supported with a very extensive bibliography. This re- 
viewer considers this book one of the best and most up-to- 
date treatises on prematures that it has been his privilege 
to read. It is of interest to the practicing physician, the 
public health official and the statistician. 

E. Eart Moopy, M.D. 


* * * 


OFFICE DIAGNOSIS—Paul Williamson, M.D.; With Il- 
lustrations by Ann Williamson. W. B. Saunders Company, 
Philadelphia, 1960. 470 pages, $12.50. 


This is a much more highly personal volume than most 
medical books. It was conceived as a new approach to the 
problem of practical office diagnosis for the general prac- 
titioner. It is not a compendium of diagnostic techniques 
and maneuvers but a series of articles telling how the author 
handles or would handle patients with various symptoms or 
diagnoses. 

He presents office diagnosis as a personalized discipline. 
His primary assumption is that it partakes of philosophy 
and art as much as it does of science. Feeling that the latter 
is well covered, he concentrates on the former points. 

Doctor Williamson anticipates that his book may evoke 
strong disagreements and he is right. This reviewer agrees 
with many of the generalities and with the much seasoned 
philosophy. For example, the section on hypotension (page 
67) is succinct and complete. On the other hand, there are 
times when the writing rambles without getting any place, 
as in the discussion on the silent coronary (page 233). 

In a number of places the reviewer is confronted by the 
conclusion that his practice is somehow different from that 
of the author and takes Section II on dermatologic symp- 
toms as illustrative of this. Doctor Williamson mentions 
that eruptions caused by drugs or other chemicals are much 
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more rarely seen than seborrheic dermatitis, pityriasis rosea 
or tineal manifestations. However, we find it to be far more 
common than pityriasis rosea (and on the other hand we 
have seen pityriasis more frequently in children than he 
apparently has). 

Despite such disagreement we find “Office Diagnosis” an 
interesting book and feel that it can be of help to the doctor 
whose suspicion index is low or one who may feel that the 
laboratory test might replace his clinical faculties. 


Epcar Waysurn, M.D. 
* * € 


INTERNAL MEDICINE—A Physiologic and Clinical 
Approach to Disease—Second Edition—Robert P. Mc- 
Combs, B.S., M.D., F.A.C.P., Professor of Graduate Medi- 
cine, Tufts University School of Medicine; Senior 
Physician, Pratt Diagnostic Clinic, New England Center 
Hospital; Diplomate, American Board of Internal Medi- 
cine. The Year Book Publishers, Inc., 200 E. Illinois 
Street, Chicago 11, Ill., 1960. 750 pages, $10.50. 


The second edition of this small handbook of Internal 
Medicine has been considerably revised with the addition of 
brief considerations of newer concepts of metabolism (iron 
and magnesium), thyroid function, auto immunity, and diag- 
nostic tests. Some newer therapies have also been added. 
Yet this book remains a barely adequate quick reference 
in Internal Medicine, as might be anticipated in a work 
as small as this. 

For the past several months I have had this volume handy 
to look up different medical problems as they arose in 
practice or in my reading, and I have been disappointed 
more often than not at the lack of pertinent information 
or lack of any information at all. In most cases I found 
myself forced to consult a standard textbook in Internal 
Medicine, or a textbook in one of the medical subspecialties 
for the information. 

Because of inadequate or incomplete coverage of most 
medical subjects this textbook is not recommended for the 
internist. However, it might prove useful to the busy general 
practitioner or the specialist in fields other than Internal 
Medicine as a handy and up-to-date source of medical 
information. 

Dante Gorman, M.D. 
* * x 

INFECTIOUS DISEASES OF CHILDREN—Second Edi- 
tion—Saul Krugman, M.D., Professor and Chairman, 
Department of Pediatrics, New York University School 
of Medicine, New York, N. Y.: Director, Pediatric Service, 
Bellevue Hospital Center, New York, N. Y.; Director, 
Pediatric Service, University Hospital, New York, N. Y.; 
and Robert Ward, M.D.; Professor and Head, Department 
of Pediatrics, University of Southern California School of 
Medicine, Los Angeles, Calif.; Physician-in-Chief, Chil- 
drens Hospital, Los Angeles, Calif. C. V. Mosby Company, 


3207 Washington Blvd., St. Louis 3, Mo., 1960. 398 pages, 
$13.00. 


The revision of the first edition of this textbook, which 
originally appeared in 1958, was considered necessary largely 
because of recent advances in viral respiratory tract diseases. 
The recognized virus causes of respiratory infections has 
grown in a few short years from about five to more than 
forty. A new chapter entitled “Acute Respiratory Infec- 
tions” attempts to bring some degree of order out of an 
area of etiologic chaos. There are new chapters on entero- 
viral infections, rabies and the adenoviruses and a new 
appraisal of oral poliomyelitis vaccine. The section on 
management of acute bacterial meningitis and staphylococ- 
cal infections has been reworked. All of the common acute 
contagious diseases of childhood, including the common 
cold, are discussed. 

This well-edited and printed book could be used as a 
comprehensive text for the office of pediatricians, general 
practitioners and all who attend children having acute 
infections. 
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THE COMMONSENSE BOOK OF DRINKING—Leon D. 
Adams. With a Foreword by Morris Fishbein, M.D. David 
McKay Company, Inc., 119 West 40th Street, New York 
18, N. Y., 1960. 210 pages, $3.95. 


Mr. Adams has written an extremely informative book 
which should be a ready reference and a must on the book- 
shelf of every physician. This worthy companion to the 
Commonsense Book of Wine discusses the pertinent features 
of the drinking habits of Americans. Much of importance 
and interest is carefully and impartially presented with par- 
ticular reference to the general reader as well as to the 
physician—all of whom wish to learn the facts about dietary 
beverages and beverage alcohol. The author has compiled a 
very useful book, weeding out folklore, summarizing, and 
emphasizing engaging facts. In addition, he alludes to wine 
as a tranquilizer. 

The book gives a knowledgeful discussion of dietary and 
beverage alcohols and a thoughtful appraisal of them in our 
current culture. It answers what do we drink and why, and 
what one may expect from the different beverages—in- 
timating perhaps that their effects are due to congener 
differences in the chemical composition of the beverages. 
In the last analysis, one’s attitude toward dietary beverage 
alcohol is at best an acquired pattern into which very little 
original thought enters. 

Physicians are interested in the health significance of 
food and dietary beverages because through them happi- 
ness is achieved. They are at one and the same time the 
cause of illness and the cure for it. In reference to “com- 
monsense” attitudes concerning those who apply common 
sense to the art of living, this volume offers an explanation 
of attitude; and it outlines the wisdom which experience 
demonstrates to be quintessential in the area of man’s most 
used and abused attributes. The chapter on “The Wisdom 
of Wine” is particularly appropriate. Wine drinking is a 
cult, and many live by the rules of cultists. This one is 
harmless in the sense that it is as old as civilization and 


civilization owes a great deal to the discovery of fer- 
mentation. 


Satvatore P. Lucia, M.D. 
ae * * 


THE STRUCTURE AND DYNAMICS OF THE HUMAN 
MIND—Edoardo Weiss, M.D., Grune & Stratton, Inc., 381 
Fourth Avenue, New York 16, N. Y., 1960. 472 pages, $8.75. 


Ever since 1923 when Freud laid down the basic structure 
of the mental apparatus in The Ego and the Id, psycho- 
analysts have elaborated on the genesis, functions and 
interrelationships of the components of the human mind 
in the light of fresh clinical experiences. This present 
volume by Dr. E. Weiss is a general presentation of the 
structure and dynamics of the human mind, not only the 
result of his experience in the “psychoanalytic movement” 
but more specifically his intimate association with Paul 
Federn over a span of four decades. This scholarly written 
book gives the student of psychiatry and psychology, as 
well as other workers in the field, an opportunity to become 
better acquainted with the “ego psychology” of Paul Federn 
and the extensive innovations of the author. 

Section one of the book deals primarily with a prelimi- 
nary survey of Federn’s thesis that the ego be equated with 
ego feeling. The author emphasizes how the equation of 
the ego with ego feeling resolves many psychological 
phenomena, for example the various manifestations of 
psychosis, depersonalization, and estrangement. The follow- 
ing three sections of the book elaborate, in turn, on the 
three major components of the mental apparatus (ego, id, 
and superego). There is little attempt to present a con- 
sistent, systematic, or all-inclusive discussion of the 
functions, genesis, or interrelationships of the psychic sub- 
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structures. This does not interfere, however, with the clarity 


‘ of the presentation. In discussing the superego, the author 


diverges decisively away from Freud’s formulation by sep- 
arating the superego from the ego ideal and introducing the 
phenomenon of “psychic presence” as another factor that 
can generate guilt. 

The fifth section of the book deals with the concept of 
ego defenses with important implications on the thera- 
peutic management of repression, screen memories, and a 
variety of nosological entities. The final section of the 
volume is a discussion of the dream phenomenon and the 
dreaming ego. Of interest here is the fashion in which the 
ego functions in dreams, and the similarities of the dream- 
ing ego and the schizophrenic state. 

This book is an important and stimulating contribution 
to the field of ego psychology and an invaluable aid to 
those who deal with schizophrenic and allied states, or who 
are mainly concerned with the conscious part of human 
mentality in psychotherapeutic intervention. While many of 
the concepts are delineated in a dogmatic fashion, the 
theoretical discussions are well supported by poignant 
clinical examples as well as some freshly conceived hypo- 
thetical case material. 


Davin ApRAHAMs, M.D. 
cs oK * 


KEY AND CONWELL’S MANAGEMENT OF FRAC- 
TURES, DISLOCATIONS, AND SPRAINS—Seventh Edi- 
tion—H. Earle Conwell, M.D., F.A.C.S., Associate Profes- 
sor of Orthopedic Surgery, University of Alabama School 
of Medicine, Birmingham, Ala.; and Fred C. Reynolds, 
M.D., Professor of Orthopedic Surgery, Washington 
University School of Medicine, St. Louis, Mo. C. V. Mosby 
Co., 3207 Washington Blvd., St. Louis 3, Missouri, 1961. 
1153 pages, $27.00. 


The Seventh Edition of this classical text in the American 
Literature on the Management of Fractures, Dislocations 
and Sprains has received quite a considerable revision. 
The general type of presentation has not changed. Conser- 
vative approach to the solution of fractures and dislocations 
has been continued and properly emphasized. 

There is throughout the text, however, evidence of changes 
in most every part of the text to reflect newer concepts and 
knowledge. 

The chapter on injuries of the hand is particularly well 
done, having been revised by Doctor Arthur H. Stein, Jr. 
This is the only part of the book that includes a bibli- 
ography at the end of the chapter and I think that a similar 
short bibliography might be worth while added to the 
remaining portion of the text as a whole following each 
individual chapter. 

The section having to do with fractures of the jaw and 
related bones of the face is excellent. 

It would be rather redundant and of little value to review 
this text chapter by chapter. For matters of brevity, it can 
be stated that each anatomical area of the human body is 
considered separately, the text is easy to manipulate. Ex- 
cellent example material is available for comparison 
purposes. Stress is continually laid upon conservative man- 
agement. On the other hand the use of various and sundry 
methods of open surgical management are described most 
adequately and in most cases in a fair and reasonable 
fashion. As a ready reference to any student of fracture 
surgery, this book has a great deal of value and this current 
and Seventh Edition of the volume reflects a continuing 
effort to improve the text and to make it more valuable 
in the years to come. I would consider this current and 
present edition as a very distinct improvement over the 
previous editions of the book and feel that it will continue 
to fulfill a very real place in the literature of fractures 
and their management. 

Francis J. Cox, M.D. 
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MENTAL RETARDATION—Proceedings of the First 
International Medical Conference at Portland, Maine— 
Edited by Peter W. Bowman, M.D., Superintendent and 
Director of Research, and Hans V. Mautner, M.D., Clini- 
cal Director Emeritus, both of Pineland Hospital and 
Training Center, Pownal, Maine. Grune & Stratton, Inc., 
381 Fourth Avenue, New York 16, N. Y., 1960. 530 pages, 
$12.50. 


The book is a report of the proceedings of the First 
International Medical Conference on Mental Retardation 
which was held in 1959 in Portland, Maine. Included are 
contributions of eminent scientists from many countries on 
a wide variety of subjects related to mental retardation. 
Clinical as well as experimental material is printed with 
a plea for medicine to assume its role of responsible and 
effective leadership in dealing with the problems of mental 
retardation. 

There is an excellent review by Hsia of types of mental 
deficiency that are associated with enzyme disorders, a 
discussion of the various types and causes of cerebrospinal 
birth injuries by Schwartz, and a report of metabolic studies 
on the perinatal human brain by Himwich, et al., which will 
interest the clinician. Knobloch and Pasamanick report 
their findings of a study of the relationship between com- 
plications of pregnancy and mental deficiency and there 
are interesting presentations on the role of infections in 
the mother during pregnancy, on metabolism, on the chemi- 
cal basis and dietary treatment of phenylketonuria, on 
genetic factors, on mongolism, on kernicterus and on child- 
hood schizophrenia. 

This volume is one of the most comprehensive reviews 
of the multi-disciplinary approach to the problem of mental 
retardation and is highly recommended to physicians and 
other scientists who are involved in research or practice in 
this area. 

Norman Q. Britt, M.D. 


* * a8 


PROGRESS IN PSYCHOTHERAPY—Volume IV, Social 
Psychotherapy—Edited by Jules H. Masserman, M.D., 
Professor of Neurology and Psychiatry, Northwestern 
University, Chicago; and J. L. Moreno, M.D., New York 
University, New York City; Director, Institute of Psycho- 
drama and Group Psychotherapy, Beacon, New York. 
Grune & Stratton, 1959. 361 pages, $8.75. 


This book is an Annual Review which consists of a series 
of articles on “Social Psychotherapy” by a variety of 
authors with widely varying backgrounds. J. L. Moreno, 
known for his work in Psychodrama, describes his observa- 
tions of psychiatry in parts of Europe and the Near East 
and discusses cultural factors which have some relationship 
to mental health. In an article entitled “The Semantics of 
Psychotherapy,” Dr. Henry A. Davidson discusses current 
confusion about the definition of mental illness and of 
psychotherapy. He deals with the problem of who should 
do psychotherapy but doesn’t suggest a solution. 

How a patient is induced in psychotherapy to voluntarily 
change his usual modes of behavior is described by Dr. J. 
Haley and the phenomenon of the transference cure ex- 
plained by Drs. L. C. Kolb and J. Montgomery. In de- 
scribing the difficulties that are inherent in teaching the 
principle of psychotherapy, Branch and Ely emphasize the 
importance of “The development in the trainee of sufficient 
personal security to facilitate a helpful relationship to the 
patient and sufficient sophistication to promote adequate 
communication.” They suggest that “these goals can be 
achieved if the staff has broad clinical experience, can pro- 
vide a broad spectrum of psychodynamic theory, and insists 
that the trainee is confronted by a range of patient material 
beginning with persons culturally similar to himself and 
extending from this beginning to as wide a cultural range 
as possible.’ R. Waggoner deals with the obligations the 
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psychiatrist has to the patient and the importance of flexi- 
bility of approach. J. Ruesch in a brief article entitled 
“Semantics, Transference, Teaching, and Integration” takes 
the interesting position that there are no startling differ- 
ences between the various types of psychotherapy. He feels 
that the diagnosis or the method used bears less upon the 
outcome of treatment than the personal skill of the doctor. 
Different therapists feel comfortable with different methods 
and both may achieve the same results. 

Interesting and thought provoking articles are included 
on the importance of economic and cultural factors in the 
psychiatric treatment process, as well as on rehabilitation, 
psychodrama, pastoral-psychiatric workshops, use of the 
creative dance, and the nature of psychotherapy in a host 
of countries throughout the world. 

This volume will be of interest to physicians who utilize 
psychotherapy in their practices. The critical analyses of 
the many factors that are involved highlight the complexity 
of the technique and raise some important philosophical 
problems. 

Norman Q. Britt, M.D. 


* * * 


BELOVED PROFESSOR—Life and Times of William 
Dodge Frost—Russell E. Frost. Vantage Press, Inc., 120 
W. 31st Street, New York 1, N. Y., 1961. 350 pages, $3.75. 


This biography of William Dodge Frost, one of the pio- 
neer bacteriologists in this country, was compiled by his 
son. Originally trained in botany, Dr. Frost entered the 
field of bacteriology and public health when the depression 
of the 1890’s sealed him off from his chosen work. But he 
took to his new career with vigor and managed, during his 
long subsequent life, to contribute to many facets of teach- 
ing, bacteriologic research, and public health advances. In 
the last area he was one of the founders of the Wisconsin 
Anti-tuberculosis Association, and in the latter part of his 
life, founded the Morningside Sanitorium in Wisconsin. 

Dr. Frost’s life was an exemplary one, suited to the in- 
terests and needs of his times. This description of it 
possesses much more the ingredient of filial devotion than 
of literary merit, but it reads easily and presents a fair 
picture of aspects of the early days of bacteriology in this 
country. 

Smoney Rarret, M.D. 
ok J ok 


HUMAN TOXOPLASMOSIS—Proceedings of the Con- 
ference on Clinical Aspects and Diagnostic Problems of 
Toxoplasmosis in Paediatrics at the VIII International 
Congress of Paediatrics, Copenhagen, 1956; Revised and 
edited 1959. Edited by J. Chr. Siim, M.D., Director, The 
Toxoplasmosis Department, State Serum Institute, Copen- 
hagen, Denmark. The Williams & Wilkins Company, 
Baltimore 2, Maryland, 1960. 220 pages, $12.50. 


In 1956 a special conference was devoted to the clinical 
and diagnostic aspects of toxoplasmosis in childhood. Repre- 
sentatives from 12 countries attended this conference, which 
was organized by Dr. Siim. The papers presented have been 
revised and brought up to date and appear in this volume. 
They are organized into sections on Congenital Toxoplas- 
mosis, Acquired Toxoplasmois, Treatment, Ophthalmologi- 


cal Aspects, Epidemiological Aspects and Laboratory 
Diagnosis. Of the 23 papers summarized all, but one, are 
in English—the one exception is in French. 

This collection will be of interest to those making a 
special study of this disease. It is not broad enough in its 
coverage to meet the requirements of the one seeking a 
general discussion or review of Toxoplasmosis. It effectively 
points up how little is known of a definitive nature con- 
cerning this disease and how much remains to be learned 
about it. 
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